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What we claim is: 
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4i 



ill 

pi 




Rll 



and a pharmaceutically-acceptable sdit Uiereof, wherein; 
n is an integer selected from 1 thAjugh 4; 
X is oxy; 

Rj is selected from the group consisting of haloalkyl, haloalkenyl, 
10 haloalkoxymethyl, and haloalkenyloxymethyl With the proviso that Rj has a 
higher Cahn-Ingold-Prelog stereochemical system ranking than both R2 and 
(CHR3)j^-N(A)Q wherein A is Formula (EE) and Q iSVFormula (HI); 



• 
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R., is selected froAthe group consisting of hydrido, alkyl, acyl, 

16 \ 

aroyl, heteroaroyl, trialkylsilyk and a spacer selected from the group 
consisting of a covalent single Bond and a linear spacer moiety having a chain 
length of 1 to 4 atoms linked to th^point of bonding of any aromatic 
substituent selected from the group cb^ftisting of R4, Rg, R9, and R^^ to form 
a heterocyclyl ring having from 5 thj^uih 10 contiguous members; 

Dp D^, Jp J2 and Kj are independ^dy selected from the group 
consisting of C, N, O, S and covalent bond vJitfi the provisos that no more 
than one of Dp D^. Jp J2 and K, is a covalent b\nd, no more than one of Dp 

D^. Jp J2 and is O, no more than one of Dp ^2\^ h *^1 ^' 

Dp D2, Jp J2 and must be a covalent bond when tv)o of Dp D2, Jp Jj and 

Kj are O and S, and no more than four of Dp D2, Jp J2 ai«4Kj are N; 

D3, D4. J3, J4 and are independently selected fromW group 
consisting of C, N, O, S and covalent bond with the provisos thaWo more 
than one is a covalent bond, no more than one of D3, D^, J3, J4 and 1^ is O, 
no more than one of D3, D^, J3, J4 and is S, no more than two of Dj^D^, 
J3, J4 and K2 are O and S. one of D3, D^. J3, J4 and YL^ must be a covalent 
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bond Ven two of D3, D^, J3, J4 and are O and S. and no more than four 
of D3, d\ J3, J4 and are N; 

R2 isyselected from the group consisting of hydrido, aryl, aralkyl. 

alkyl, alkenylVkenyloxyalkyl, haloalkyl, haloalkenyl, halocycloalkyl, 
haloalkoxy, haldalkoxy alkyl, haloalkenyloxyalkyl, halocycloalkoxy, 
halocycloaikoxyalkyl, perhaloaryl, perhaloaralkyl, perhaloaryloxyalkyl, 

heteroaryl. dicyanoafckyl, and carboalkoxycyanoalkyl with the proviso that R2 
has a lower Cahn-IngoM-Prelog system ranking than both Rj and (CHR3)„- 

N(A)Q; \ 

R3 is selected fromVe group consisting of hydrido, hydroxy, cyano, 
aryl, aralkyl, acyl, alkoxy, alkyl, alkenyl, alkoxyalkyl, heteroaryl. 



alkenyloxyalkyl. haloalkyl, h 
haloalkenyloxyalkyl, monocy 



:enyi, haloalkoxy, haloalkoxyalkyl, 
ikyl, dicyanoalkyl, carboxamide, and 

carboxamidoalkyl with the provisoVthat (CHR3)^-N(A)Q has a lower Cahn- 
Ingold-Prelog stereochemical system rimking than Rj and a higher Cahn- 

Ingold-Prelog stereochemical system ranRmg than R^; 

Y is selected from a group consisting^of a covalent single bond, 
(C(Rj4)2)q wherein q is an integer selected from 1 and 2 and (CHCRj^Wg-W- 
(CH(Rj4))p wherein g and p are integers independently selected from 0 and 1; 

Rj4 is selected from the group consisting of hydrido, hydroxy, cyano, 

hydroxyalkyl, acyl, alkoxy, alkyl, alkenyl, alkynyl, alkbxyalkyl, haloalkyl, 
haloalkenyl, haloalkoxy, haloalkoxyalkyl, haloalkenylo^alkyl, 
monocarboalkoxyalkyl, monocyanoalkyl, dicyanoalkyl, \ 
carboalkoxycyanoalkyl, carboalkoxy, carboxamide, carboxa^doalkyl; 
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Zvis selected from the group consisting of covalent single bond, 
{C(Rj5)2)qVherein q is an integer selected from 1 and 2, and (CHCRj^Wj-W- 

(CH(Rj5))^ wherein j and k are integers independently selected from 0 and 1; 

5 W is selected from the group consisting of O, C(0), C(S), 

C(0)N(Ri4), C(S)lVj4), (Rj4)NC(0), (Rj4)NC(S), S, S(0), SiO)^. 

S(0)2N(R^4), (Rj4)NS«))2. and N(R^^) with the proviso that R^^ is other 

than cyano; \ 

Rj5 is selected from the group consisting of hydrido, cyano, 

1 0 hydroxyalkyl, acyl, alkoxy, Wyl, alkenyl, alkynyl, alkoxyalkyl, haloalkyl, 
haloalkenyl, haloalkoxy, haloMkoxyalkyl, haloalkenyloxyalkyl, 
monocarboalkoxyalkyl, monocjja^Mkyl, dicyanoalkyl, 
carboalkoxycyanoalkyl, carboaBcoky, carboxamide, and carboxamidoalkyl; 

R4, R5. Rg, R7, Rg, Rp, Rii R, y Ri2' and Rj3 are independently 
15 selected from the group consisting o\ hydrido, carboxy, heteroaralkylthio, 
heteroaralkoxy, cycloalkylamino, acyklkyl, acylalkoxy, aroylalkoxy, 
heterocyclyloxy, aralkylaryl, aralkyl, ai^kenyl, aralkynyl, heterocyclyl, 
perhaloaralkyl, aralkylsulfonyl, aralkylsUlfonylalkyl, aralkylsulfmyl, 
aralkylsulfmylalkyl, halocycloalkyl, halocVcloalkenyl, cycloalkylsulfmyl, 
2 0 cycloalkylsulfmylalkyl, cycloalkylsulfonyl)\cycloalkylsulfonylalkyl, 
heteroarylamino, N-heteroarylanMno-N-alkylWiino, 
heteroarylaminoalkyl,haloalkylthio, alkanoyloW, alkoxy, alkoxyalkyl, 
haloalkoxylalkyl, heteroaralkoxy, cycloalkoxy, Wloalkenyloxy , 
cycloalkoxyalkyl. cycloalkylalkoxy, cycloalkenylbxyalkyl, 
2 5 cycloalkylenedioxy , halocycloalkoxy , halocycloalkbxyalkyl, 

halocycloalkenyloxy, halocycloalkenyloxyalkyl, hydroxy, amino, thio, nitro, 
lower alkylamino, alkylthio, alkylthioalkyl, arylaminoVaralkylamino, 
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arylfhio, arylthioalkyl, heteroaralkoxyalkyl. alkylsulfinyl, alkylsulfinylalkyl. 
arylsulfinylalkyi, arylsulfonylalkyl, heteroarylsulfinylalkyl, 
heterodo^lsulfonylalkyl, alkylsulfonyl, alkylsulfonylalkyl. 
haloalkylsulfinylalkyl. haloalkylsulfonylalkyl, alkylsulfonamido, 
alkylaniin\sulfonyl, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl 
amidosuiforWl, monoarylamidosulfonyl, arylsulfonamido, 
diarylamidosiWonyl, monoalkyl monoaryl amidosulfonyl, arylsulfinyl, 
arylsulfonyl, he^roarylthio, heteroarylsulfinyl, heteroarylsulfonyl, 
heterocyclylsulfokyl, heterocyclylthio, alkanoyl, alkenoyl, aroyl, heteroaroyl, 
aralkanoyl, heteroablkanoyl, haloalkanoyl, alkyl, alkenyl, alkynyl, 
alkenyloxy, alkenyldkyalky, alkylenedioxy, haloalkylenedioxy, cycloalkyl, 
cycloalkylalkanoyl, cVcloalkenyl, lower cycloalkylalkyl, lower 
cycloalkenylalkyl, haloNhaloalkyl, haloalkenyl, haloalkoxy, 
hydroxyhaloalkyl, hydrojWaj;alkyl, hydroxyalkyl. hydoxyheteroaralkyl. 



haloalkoxyalkyl, aryl, het 
saturated heterocyclyl, p 



nyl, aiyloxy, aralkoxy. aryloxyalkyl, 
ly saturated heterocyclyl, heteroaryl, 
heteroaryloxy, heteroaryloxyalkyl, arylalkenyl, heteroarylalkenyl, 
carboxyalkyl, carboalkoxy, alkdxycarboxamido, alkylamidocarbonylamido, 
arylamidocarbonylamido, carboalkoxyalkyl, carboalkoxy alkenyl, 
carboaraikoxy, carboxamido. carbokamidoalkyl, cyano, carbohaloalkoxy, 
phosphono, phosphonoalkyl, diaralkdxyphosphono, and 

diaralkoxyphosphonoalkyl with the proviso that and R^, R^, R^, R7, Rg, Rq* 

RjQ, Rj J, Rj2» and K^^ are each indepencfently selected to maintain the 
tetravalent nature of carbon, trivalent naturdof nitrogen, the divalent nature 
of sulfur, and the divalent nature of oxygen; 

R4 and R5, R5 and R^, Rg and R^. R^ aJ^ Rg. Rg and R^q. Rj^ and 

Rj J, Rjj and Rjj. and R^^ ^13 ^ independ^Uy selected to form spacer 
pairs wherein a spacer pair is taken together to fonira linear moiety having 
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froi\3 through 6 contiguous atoms connecting the points of bonding of said 
spacerpah- members to form a ring selected from the group consisting of a 
cycloalkknyl ring having 5 through 8 contiguous members, a partially 
saturated Meterocyclyl ring having 5 through 8 contiguous members, a 
heteroaryl rmg having 5 through 6 contiguous members, and an aryl with the 

provisos that n\ more than one of the group consisting of spacer pairs and 
R^, R3 and R^, R^d R^, and and Rg, is used at the same time and that 
no more than one of the group consisting of spacer pairs R^ and Rjq, Rjq and 
Rj J, Rjj and R^^* and IL^ and Rj3 is used at the same time; 

R4 and Rg, R4 and R,3, Rg and Rg, and Rg and Rjg are independently 

selected to form a spacer paiVwherein said spacer pair is taken together to 
form a linear moiety whereinmid:1inear moiety forms a ring selected from 
the group consisting of a partLlW saturated heterocyclyl ring having from 5 
through 8 contiguous memberk and a heteroaryl ring having from 5 through 6 
contiguous members with the proviso that no more than one of the group 

consisting of spacer pairs R^ and R9.Y4 ^13' ^8 ^8 ^13 

is used at the same time. \ 



2. The compound as recited in Claim 1 haying the formula of: 
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R2 




Rl3 Rl2 
or a pharmaceutically a^eptable salt thereof, wherein; 

n is an integer seledt^^from 1 through 3; 
X is oxy; 

R,, is selected fro^ thV^group consisting of hydrido and a spacer 

16 ' \ 

selected from the group consistiric of a covalent single bond and a linear 
spacer moiety having a chain length of 1 to 4 atoms linked to the point of 
bonding of any aromatic substituenttelected from the group consisting of R^, 

Rg. R9, and Rjj to form a heterocyclyl W having from 5 through 10 
contiguous members; 

Rj is selected from the group consis^ng of haloalkyl and 

haloalkoxymethyl with the proviso that Rj hasNa higher Cahn-Ingold-Prelog 
stereochemical system ranking than both R^ and\cHR3VN(A)Q wherein A 
is Formula (H) and Q is Formula (HI); 
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D, , D^, Ji , A and K, are independently selected from the group 
consisting of C, N, o)s and a covalent bond with the provisos that no more 
than one of Dj, D^. Jp j\and Kj is a covalent bond, no more than one of D^, 
Jj, and Kj is O, no rf^rpahan one of Dj, D^, Jj, J2 and Kj is S, one of 
Dp D^, Jp J2 and Kj must tte^c^valent bond when two of Dj, J,, ^2 and 
are O and S, and no moi £ th^ four of Dp D^, Jp J2 and Kj are N; 

D3, D4, J3, J4 and are iridependenay selected from the group 
consisting of C. N, O, S and a covaldnt bond with the provisos that no more 
than one of D3, D4, J3, J4 and K2 is a cbvalent bond, no more than one of D3, 
D4, J3, J4 and K2 is O. no more than one of D3, D^, J3, J4 and is S, one of 
D3, D4, J3, J4 and must be a covalent borid when two of D3, D4, J3, J4 and 
are O and S, and no more than four of D3, IX, J3. J4 and are N; 

R2 is selected from the group consisting oWdrido, aryl, alkyl, 
alkenyl, haloalkyl, haloalkoxy, haloalkoxyalkyl, perkaloaryl, perhaloaralkyl. 




307 



pe^aloaryloxyalkyl, and heteroaryl with the proviso that R2 has a lower 

Cahn-ingold-Prelog system ranking than both Rj and (CHR3)j^-N(A)Q; 

R^Hs selected from the group consisting of hydrido, aryl, alkyl, 

alkenyl, haloahcyl, and haloalkoxyalkyl with the provisos that (CHR3)„- 

N(A)Q has a lov^x Cahn-Ingold-Prelog stereochemical system ranking than 

Rj and a higher CaKn-Ingold-Prelog stereochemical system ranking than R2; 

Y is selected frbm the group consisting of a covalent single bond, 

(CH^)^ wherein q is an integer selected from 1 and 2, and {CK^y^'O-iCH^^ 

wherein j and k are integers^ndependently selected from 0 and 1 ; 

Z is selected from the\;ifDup consisting of covalent single bond, 



(CH^)^ wherein q is an intege 
wherein j and k are integers irfdej 



;d from 1 and 2, and (CH2)j-0-(CH2)i, 
idently selected from 0 and 1 ; 
R^, Rg, R9, and R^^ are inde^ndently selected from the group 
consisting of hydrido, halo, haloalkyl, and alkyl ; 

R5, R^, R7, RjQ, Rjp and R^^ are Independently selected from the 
group consisting of hydrido, carboxy, heterdaralkylthio, heteroaralkoxy, 
cycloalkylamino. acylalkyl, acylalkoxy, aroylWoxy, heterocyclyloxy, 
aralkylaryl, aralkyl, aralkenyl, aralkynyl, heterdcyclyl, perhaloaralkyl, 
aralkylsulfonyl, aralkylsulfonylalkyl, aralkylsulflnyl, aralkylsulfmylalkyl. 
halocycloalkyl, halocycloalkenyl, cycloalkylsulfinVl, cycloalkylsulfmylalkyl, 
cycloalkylsulfonyl, cycloalkylsulfonylalkyl, heteroin^lamino, N- 
heteroarylamino-N-alkylamino, heteroarylaniinoalkyKhaloalkylthio. 
alkanoyloxy, alkoxy, alkoxyalkyl, haloalkoxylalkyl, heteroaralkoxy, 
cycloalkoxy, cycloalkenyloxy, cycloalkoxyalkyl, cycloalkylalkoxy, 
cycloalkenyloxyalkyl, cycloalkylenedioxy, halocycloalkoW, 
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rhalocycloalkoxyalkyl, halocycloalkenyloxy, halocycloalkenyloxyalkyl, 
\ydroxy, amino, thio, nitro, lower alkylamino, alkylthio, aikylthioalkyl, 
arVlamino, aralkyl amino, arylthio, arylthioalkyl, heteroaralkoxyaikyl, 
alkylsulfmyl, alkylsulfinylalkyl, arylsulfmylalkyl. arylsulfonylaikyl, 
5 heterokrylsulfinylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl, 
alkylsulftinylalkyl, haloalkylsulfmylalkyl, haloalkylsulfonylalkyl, 
alkylsulfonhmido, alkylaminosulfonyl, amidosulfonyl, monoalkyl 
amidosulfonyk dialkyl amidosulfonyl, monoarylamidosulfonyl, 
arylsulfonamiddv diarylamidosulfonyl, monoalkyl monoaryl amidosulfonyl, 

10 arylsulfinyl, arylstdfonyl, heteroarylthio, heteroarylsulfmyl, 

heteroarylsulfonyl,\eterocyclylsulfonyl, heterocyclylthio, alkanoyl, alkenoyl, 
aroyl, heteroaroyl, artdkanoyl, heteroaralkanoyl, haloalkanoyl, alkyl, alkenyl, 
alkynyl, alkenyloxy, alfcenyloxyalky, alkylenedioxy, haloalkylenedioxy, 
cycloalkyl, cycloalkylalkimoyl, cycloalkenyl, lower cycloalkylalkyl, lower 

15 cycloalkenylalkyl, halo, haloaflkyl, haloalkenyl, haloalkoxy, 

hydroxyhaloalkyl, hydroxyadyp^^ hydroxyalkyl. hydoxyheteroaralkyl, 
haloalkoxyalkyl, aryl, hete*aMkynyl, aryloxy, aralkoxy, aryloxyalkyl, 
saturated heterocyclyl, partially \aturated heterocyclyl, heteroaryl, 
heteroaryloxy, heteroaryloxyalkyl\heteroaralkyl, arylaikenyl, 

2 0 heteroarylalkenyl, carboxyalkyl, cafboalkoxy, alkoxycarboxamido, 

alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxyalkyl, 
carboalkoxyalkenyl, carboaralkoxy, caiA)oxamido, carboxamidoalkyl, cyano, 
carbohaloalkoxy, phosphono, phosphonO^kyl, diaralkoxyphosphono, and 
diaralkoxyphosphonoalkyi; \ 

25 R4 and R5, R5 and R^, R^ and R7, RAand Rg, R^ and Rjq, Rj^ and 

R^ J, Rj J and R^^' ^12 ^13 ^ independently selected to form spacer 
pairs wherein a spacer pair is taken together to foim a linear moiety having 
from 3 through 6 contiguous atoms connecting the points of bonding of said 
spacer pair members to form a ring selected from the group consisting of a 
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cycloalkenyl ring having 5 through 8 contiguous members, a partially 
satVated heterocyclyl ring having 5 through 8 contiguous members, a 
hetemaryl ring having 5 through 6 contiguous members, and an aryl with the 

provisoVthat no more than one of the group consisting of spacer pairs and 
R^, R5 ancm^, Rg and R7, and R^ and Rg, is used at the same time and that 
no more than\)ne of the group consisting of spacer pairs R^ and Rjq, Rjq and 
Rj J, Rj J and r\ and Rj^ and Rjj is used at the same time. 



3. The compound as retited in Claim 2 having the formula of: 



?6 



Rl6> 



Rr 



R2 



R4' 




(CH)" 



R3 



n 




Rii 



Rl3 



R12 



or a pharmacuetically acceptable salt thereof, wherein; 
n is an integer selected from 1 through 3} 

R,, is selected from the group consisting o^hydrido and a spacer 

\ 

selected from the group consisting of a covalent single bond and a linear 
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spacer moiety hLing a chain length of 1 to 4 atoms linked to the point of 
bonding of any ardtaatic substituent selected from the group consisting of R^, 

Rg, R^, and R,3 to foVi a heterocyclyl ring having from 5 through 10 
contiguous members; 

Rj is selected froAthe group consisting of haloalkyl and 

haloalkoxymethyl with the pioviso that Rj has a higher Cahn4ngold-Prelog 

stereochemical system ranking Van both R^ and (CHR3)„-N(Ap)Qp wherein 



Ap is Formula (II-P) and Qp is Fd^ula (UI-P); 

?6 




Rig 




Ri3 



R^ is selected from the group consisting oV hydrido, aryl, alkyl, 
alkenyl, haloalkyl, haloalkoxy, haloalkoxyalkyl, peValoaryl, perhaloaralkyl, 
perhaloaryloxyalkyl. and heteroaryl with the proviso that R^ has a lower 
Cahn-Ingold-Prelog system ranking than both Rj and (CHR3)jj-N(Ap)Qp; 

R3 is selected from the group consisting of hydridoj^^aryl, alkyl, 

alkenyl, haloalkyl, and haloalkoxyalkyl with the provisos thaUCHR3)„- 
N(Ap)Qp has a lower Cahn-Ingold-Prelog stereochemical systdhi ranking 



than RVnd a higher Cahn-Ingold-Prelog stereochemical system ranking than 



Y is selected from the group consisting of a covaient single bond, 
(CH^)^ wherein\ is an integer selected from 1 and 2, and (CH2)j-0-(CH2)^ 

wherein j and k areSintegers independently selected from 0 and 1 ; 

Z is selected from the group consisting of covaient single bond, 

(CH^) wherein q is an\nteger selected from 1 and 2. and (CH^^O-CCHj)!^ 
wherein j and k are integers independently selected from 0 and 1 ; 

R4, Rg, Kg, and R^sW independently selected from the group 
consisting of hydrido, halo, hkoalkyl, and alkyl ; 

R3, Rg, R7, RjQ, Rj J. ^\^2 independently selected from the 
group consistmg of hydrido, carbt K ^ heteroaralkylthio, heteroaralkoxy, 
cycloalkylamino, acylalkyl, acyl^k^y, aroylalkoxy, heterocyclyloxy, 
aralkylaryl, aralkyl, aralkenyl, aralkynVl, heterocyclyl, perhaloaralkyl, 
aralkylsulfonyl, aralkylsulfonylalkyl, arMkylsulfmyl, aralkylsulfmylalkyl, 
halocycloalkyi, halocycloalkenyl, cycloalWlsulfmyl, cycloalkylsulfmylalkyl, 
cycloalkylsulfonyl, cycloalkylsulfonylalkylV heteroarylaniino, N- 
heteroarylamino-N-alkylamino, heteroarylaimnoalkyl,haloalkylthio, 
alkanoyloxy, alkoxy, alkoxyalkyl, haloalkoxylMkyl, heteroaralkoxy, 
cycloalkoxy, cycloalkenyloxy, cycloalkoxyalkyl\ cycloalkylalkoxy, 
cycloalkenyloxyalkyl, cycloalkylenedioxy, halocytloalkoxy, 
halocycloalkoxyalkyl, halocycloalkenyloxy, halocycloalkenyloxyalkyl, 
hydroxy, amino, thio, nitro, lower alkylamino, alkyltmo, alkylthioalkyl. 
arylamino, aralkylamino, arylthio, arylthioalkyl, heteroWalkoxyalkyl, 
alkylsulfmyl, alkylsulfmylalkyl, arylsulfmylalkyl, arylsulfonylalkyl. 
heteroarylsulfmylalkyl, heteroarylsulfonylalkyl, alkylsulfoWl, 
alkylsulfonylalkyl. haloalkylsulfmylalkyl, haloalkylsulfonylalkyl. 
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alkylsulfbnamido, alkylaminosulfonyl, amidosulfonyl. monoalkyl 
amidosulfonyl, dialkyl amidosulfonyl, monoarylamidosulfonyl, 
arylsulfonabiido, diarylamidosulfonyl, monoalkyl monoaryl amidosulfonyl, 
arylsulfinyl,Wylsulfonyl, heteroarylthio, heteroarylsulfinyl, 
heteroarylsul^nyl, heterocyclylsulfonyl, heterocyclylthio, alkanoyl, alkenoyl, 
aroyl, heteroardvl, araikanoyi, heteroaralkanoyl, haloalkanoyl, alkyl, alkenyl, 
alkynyl, alkenyldxy, alkenyloxyalky, alkylenedioxy, haloalkylenedioxy, 
cycloalkyl, cycloalkylalkanoyl, cycloalkenyl, lower cycloalkylalkyl, lower 
cycloalkenylalkyl, halo, haloalkyl, haloalkenyl, haloalkoxy, 
hydroxyhaloalkyl, hWoxyaralkyl, hydroxyalkyl, hydoxyheteroaralkyl, 
haloalkoxyalkyl, arylAheteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, 
saturated heterocyclyl .partially saturated heterocyclyl, heteroaryl, 
heteroaryloxy, heteroar^doxy alkyl, heteroaralkyl, arylalkenyl, 
heteroarylalkenyl, carbojWalkyl, carboalkoxy, alkoxycarboxamido, 
alkylamidocarbonylamidoy arylamidocarbonylamido, carboalkoxyalkyl, 
carboalkoxyalkenyl, carbolml^oxy, carboxamido, carboxamidoalkyl, cyano, 
carbohaloalkoxy, phosph(Aidl phosphonoalkyl, diaralkoxyphosphono, and 
diaralkoxyphosphonoalkyl; \ 

and R^, R5 and R^, L and R^, R7 and Rg, R^ and R^q, R^q and 

Rj J, Rj, and Rj^, and Rj2 and RU are independently selected to form spacer 

pairs wherein a spacer pair is takeAtogether to form a linear moiety having 
from 3 through 6 contiguous atoms connecting the points of bonding of said 
spacer pair members to form a ring selected from the group consisting of a 
cycloalkenyl ring having 5 through 8 contiguous members, a partially 
saturated heterocyclyl ring having 5 through 8 contiguous members, a 
heteroaryl ring having 5 through 6 contiguous members, and an aryl with the 

provisos that no more than one of the grouo consisting of spacer pairs R^ and 
R^, R5 and R^. Rg and R^, and Ry and Rg. istised at the same tune and that 
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no more 



than one of the group consisting of spacer pairs and Rjq, Rjq and 



p 



p 

s . 

m 
hi 



Rj ^, J and Rj^, and R^^ and R^^ is used at the same time, 

4. The compound as recited in Claim 3 or a pharmaceutically acceptable salt 
5 thereof, wWerein; 

n is the^integer 1; 

Rj^ is taken together with R4, Rg, R9. or R,3 to form a spacer selected 
from the group consisting of a covalent single bond, CH2, CHCCHg), CF2, 

10 C(0), C(S), and SO2 

Rj is selected Aoln the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluoroethoxymetnymrifluoromethoxymethyl, difluoromethyl, 
chlorodifluoromethyl, andWntafluoroethyl with the proviso that Rj has a 
higher Cahn-Ingold-Prelog Weochemical system ranking than both R2 and 
1 5 (CHR3)„-N(Apc)Qp wherein \pc is Formula (II-PC) and Qp is Formula (HI- 

P); 
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fU 

m 



is selected from the group consisting of hydrido, phenyl, 

^trifluoromethylphenyl, vinyl, 1,1,2,2-tetrafluoroethoxymethyl, 
trifluoromethoxymethyl, difluoromethyl, and 2,2,3,3,3-pentafluoropropyl 

with\{ie proviso that R2 has a lower Cahn-Ingold-Prelog system ranking than 
both R,yid (CHR3)„-N(Apc)Qp; 

R3\s selected from the group consisting of hydrido, methyl, ethyl, 

vinyl, phenyk 4-trifluoromethylphenyl, trifluoromethyl, 
trifluoromethdxymethyl, difluoromethyl, chlorodifluoromethyl, and 

pentafluoroethylSwith the provisos that (CHR3)„-N(Apc)Qp has a lower 

10 Cahn-Ingold-Prelok stereochemical system ranking than R, and a higher 

Cahn-Ingold-Prelog sM 5ochemical system ranking than R2; 

Y is selected troik the group consisting of covalenl single bond, oxy, 
methyleneoxy, methylene ,\and ethylene; 

Z is selected from th^ group consisting of covalent single bond, oxy, 
15 methyleneoxy, methylene, andl ethylene; 

R4, Rg, R9, and R^^ are independently selected from the group 
consisting of hydrido and fluoro; 

Rg and R^q are independently selected from the group consisting of 4- 

aminophenoxy, benzoyl, benzyl, benzWxy, 5-bromo-2-fluorophenoxy, 
2 0 4-bromo-3-fluorophenoxy, 4-bromo-2-ilitrophenoxy, 3-bromobenzyloxy, 
4-bromobenzyloxy, 4-bromophenoxy, 5-bromopyrid-2-yloxy, 
4-butoxyphenoxy, chloro, 3-chlorobenzyl,^^-chlorophenoxy, 
4-chlorophenoxy , 4-chloro-3-ethylphenoxy , Vchloro-4-fluorobenzyl. 
3-chloro-4-fluorophenyl, 3-chloro-2-fluoroberifcyloxy, 3-chlorobenzyloxy, 
2 5 4-chlorobenzyloxy , 4-chIoro-3-methylphenoxy, Y-chloro-4-fluorophenoxy . 
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10 



15 
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s4-chloro-2-fluorophenoxy, 4-chlorophenoxy. 3-chloro-4-ethylphenoxy, 
3^:hloro-4-methylphenoxy, 3-chloro-4-fluorophenoxy, 
4-dHpro-3-fluorophenoxy, 4-chlorophenylainino, 5-chloropyrid-3-yloxy, 
2-cyat^pyrid-3-yloxy, 4-cyanophenoxy, cyclobutoxy, cyclobutyl, 
cyclohexbxy, cyclohexylmethoxy, cyclopentoxy, cyclopentyl, 
cyclopentyWbonyl, cyclopropyl, cyclopropylmethoxy, cyclopropoxy, 

2.3- dichloroph^noxy, 2,4-dichlorophenoxy, 2,4-dichlorophenyl, 
3,5-dichloropheWl, 3,5-dichlorobenzyl, 3,4-dichlorophenoxy, 

3.4- difluorophenoW. 2,3-difluorobenzyloxy, 2,4-difluorobenzyloxy, 
3,4-difluorobenzylo\y. 2.5-difluorobenzyloxy. 3.5-difluorophenoxy, 

3.4- difluorophenyl, 3X:difluorobenzyloxy, 4-difluoromethoxybenzyloxy, 
2,3-difluorophenoxy, 2 Adifluorophenoxy, 2,5-difluorophenoxy, 

3.5- dimethoxyphenoxy, 3^imethylaminophenoxy, 3.5-dimethylphenoxy, 
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3,4-dimethylphenoxy, 3,4-drt 
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Ibenzyl, 3,4-dimethylbenzyloxy, 
3,5-dimethylbenzyloxy, 2,2-j^|thylpropoxy, 1 ,3-dioxan-2-yl, 
l,4-dioxan-2-yl, l,3-dioxolan-2\l, ethoxy, 4-ethoxyphenoxy, 
4-ethylbenzyloxy, 3-ethylphenoxA4-ethylaininophenoxy, 

3- ethyl-5-methylphenoxy, fluoro, 4-tluoro-3-methylbenzyl, 

4- fluoro-3-methylphenyl, 4-fluoro-3-n^thylbenzoyl. 4-fluorobenzyloxy, 

2- fluoro-3-methylphenoxy. 3-fluoro-4-iriethylphenoxy, 3-fluorophenoxy, 

3- fluoro-2-nitrophenoxy, 2-fluoro-3-triflu^methylbenzyloxy, 

3- fluoro-5-trifluoromethylbenzyloxy,4-fluo^-2-t^^ 

4- fluoro-3"trifluoromethylbenzyloxy, 2-fluoroVenoxy, 4-fluorophenoxy, 

2- fluoro-3-trifluoromethylphenoxy, 2-fluorobenavloxy, 
4-fluorophenylaniino, 2-fluoro-4-trifluoromethylpVnoxy, 
4-fluoropyrid-2-yloxy, 2-furyl, 3-furyl, heptafluoro^opyl, 
1.1,1.3,3,3-hexafluoropropyl, 2-hydroxy-33>3-trifluoWopoxy, 

3- iodobenzyloxy, isobutyl, isobutylamino, isobutoxy, 3>isoxazolyl, 

4- isoxazolyl, 5-isoxazolyl, isopropoxy, isopropyl. 4-isoprtmylbenzyloxy, 
3-isopropylphenoxy, 4-isopropylphenoxy. isopropylthio, 
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4asopropyl-3-methylphenoxy, 3-isothiazolyi, 4-isothiazolyl, 
5-i\thiazolyl, 3-methoxybenzyl, 4-methoxycarbonylbutoxy, 
3-memDxycarbonylprop-2-enyloxy, 4-methoxyphenyl, 

3- methoWphenylamino, 4-methoxyphenylainino, 3-methylbenzyloxy, 

4- methylbeKzyloxy, 3-methylphenoxy, 3-methyl-4-methylthiophenoxy, 
4-methylphenWy, 1-methylpropoxy, 2-methylpyrid-5-yloxy, 
4-methylthiopheW)xy, 2-naphthyloxy, 2-nitrophenoxy, 4-nitxophenoxy, 

3- nitrophenyl, 4-nil!X)phenylthio, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl, 
pentafluoroethyl, pen^uoroethylthio, 2,2,3,3,3-pentafluoropropyl, 
1,1,3,3,3-pentafluoropr^l, 1,1,2,2,3-pentafluoropropyl, phenoxy, 
phenylamino, l-phenylethdxy, phenylsulfonyl, 4-propanoylphenoxy, 
propoxy, 4-propylphenoxy, 4Wopoxyphenoxy, thiophen-3-yl, sec-butyl, 

4- 5ec-butylphenoxy,r^rf -butox^CS^''^ -butylphenoxy, 4-tert -butylphenoxy, 
1 , 1 ,2,2-tetrafluoroethoxy , tetritty diofuran-2-yl, 

2- (5,6J,8-tetrahydronaphthylOxy),Wazol-2-yl,thiazol-4-yl,thiazol-5-^^ 
thiophen-2-yl, 2,3,5-trifluorobenzylo^, 2,2,2-trifluoroethoxy, 
2,2,2-trifluoroethyl, 3,3,3-trifluoro-2-hy^oxypropyl, trifluoromethoxy, 

3- trifluoroinethoxyben2yloxy, 4-trifluoroinethoxybenzyloxy. 
3-trifluoromethoxyphenoxy. 4-trifluorometh^y phenoxy, trifluoromethyl, 
3-trifluoromethylbenzyloxy. 4-trifluoromethylbenzyloxy, 
2,4-bis-trifluoromethylbenzyloxy, 1,1-bis-trifluoWethyl-l-hydroxymethyl, 

3- trifluoromethylbenzyl, 3,5-bis-trifluoromethylberi^loxy, 

4- trifluoromethylphenoxy, 3-trifluoromethylphenoxy,\ 

3- trifluoromethylphenyl, 3-trifluoromethylthiobenzyloxV 

4- trifluoromethylthiobenzyloxy, 2,3,4-trifluorophenoxy, V 
2,3,4-trifluorophenyl, 2,3,5-trifluorophenoxy, 3,4,5-trimethylphenoxy, 
3-difluoromethoxyphenoxy, 3-pentafluoroethylphenoxy, \ 
3-(l,l,2,2-tetrafluoroethoxy)phenoxy. 3-trifluoromethylthiophenokv, and 
trifluoromethylthio; \ 
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and Rj j are independently selected from the group consisting of 

ckloro, fluoro, hydrido, difluoromethoxy, trifluoromethyl, trifluoromethoxy, 
pe\afluoroethyl, and 1,1,2,2-tetrafluoroethoxy; 

. R^ and Rj^ are independently selected from the group consisting of 
hydridoMuoro, and trifluoromethyl. 
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5. The compound as recited in Claim 4 or a pharmaceutically acceptable salt 
thereof, whereinc 

10 Rjg is taketa together with R^, Rg, R9, or Rj3 to form a covalent single 

bond. 

n is the integetf^, 
Rj is selected froin the group consisting of trifluoromethyl and 

pentafluoroethyl with the piWiso that Rj has a higher Cahn-Ingold-Prelog 

1 5 stereochemical system ranking\than both R2 and (CHR3)j,-N( Apc)Qp wherein 
Ape is Formula (H-PC) and Qp i^Formula {HI-P); 

6 

R7 \ J^IO 

\ 

(II -PC) 




■Rll 
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R« is selected from the group consisting of hydrido and phenyl with 

theWoviso that has a lower Cahn-Ingold-Prelog system ranking than both 

Rj an\(CHR3)„-N(Apc)Qp; 

R\ is selected from the group consisting of hydrido, methyl, 

trifluoromethyl, and difluoromethyl with the provisos that (CHR3)^- 
N(Apc)Qp hak a lower Cahn-Ingold-Prelog stereochemical system ranking 
than R J and a higher Cahn-Ingold-Prelog stereochemical system ranking than 



R«; 



Y is methylei 
Z is covalent 



igle bond; 

J are independently selected from the group 
consisting of hydrido and>fluoro; 

R^ is selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy, 2,3\dichlorophenoxy, 3,4-dichlorophenoxy, 3- 
difluoromethoxyphenoxy, 3,5-4imethylphenoxy, 3,4-dimethylphenoxy, 

3- ethylphenoxy. 3-ethyl-5-methylphenoxy, 4-fluoro-3-methylphenoxy, 

4- fluorophenoxy, 3-isopropylphen\)xy, 3-methylphenoxy, 3- 
pentafluoroethylphenoxy, 3-tert -butylphenoxy, 3-(l,l,2,2- 
tetrafluoroethoxy)phenoxy, 2-(5,6,7,8Vetrahydronaphthyloxy). 
3-trifluoromethoxybenzyloxy,3-trifluori)methoxyphenoxy, 
3-trifluoromethylbenzyloxy, and 3-trifluo\omethylthiophenoxy; 

RjQ is selected from the group consisting of cyclopentyl. 1,1,2,2- 
tetrafluoroethoxy, 2-furyl, 1,1-bis-trifluoromethy I- 1 -hydroxy methyl, isobutyl, 
isopropoxy, pentafluoroethyi, trifiuoromethoxy,\^fluoromethyl, and 
trifluoromethylthio; 
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and ^ are independently selected from the group consisting of 
fluoro aiid hydride; 

RAand R^^ ^® independently selected from the group consisting of 
hydride and\fluore. 



6. The compounii as recited in Claim 3 or a pharmaceutically acceptable salt 
thereof, wherein: 



n is an intege^selected from 1 and 2; 

le group consisting of h£doalkyl and 

proviso that R^ has a higher Cahn-Ingold-Prelog 

stereochemical system ranking than both R^ and (CHR3)„-N(Ap)Qp wherein 
Ap is Formula (II-P) and Qp\s Formula (III-P); 



Rj is selected' 



haloalkoxymethyl wit 




R^^ is hydride; 

R^ is selected from the group consistiiig of hydride, aryl, alkyl, 
alkenyl, haloalkyl, haloalkoxy, halealkoxyalkyl, perhaloaryl, perhalearalkyl. 
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p^haloaryloxyalkyl, and heteroaryl with the proviso that R2 has a lower 

Cah\-Ingold-Prelog system ranking than both and (CHR3)„-N(Ap)Qp; 

XRj is selected from the group consisting of hydrido, aryl, alkyl, 

alkenyl, lyaloalkyl, and haloalkoxyalkyl with the provisos that (CHR3)^- 
N(Ap)Qp hks a lower Cahn-Ingold-Prelog stereochemical system ranking 
than Rj and sNhigher Cahn-Ingold-Prelog stereochemical system ranking than 

R2; \ 

Y is selected from the group consisting of a covalent single bond, oxy 
and C1-C2 alkylendt 

Z is a covalen\ single bond; 

R4, Rg, R9. and>iyL are independently selected from the group 

consisting of hydrido aiyMmo; 

R5, Rg, R7, RjQ, RjV and Rj2 are independently selected from the 

group consisting of hydrido, alkyl, halo, haloalkyl, haloaikoxy, aryl, 
alkylthio, arylamino, arylthio, atoyl. arylsulfonyl, aryloxy, aralkoxy, 
heteroaryloxy, alkoxy, aralkyl, cycloalkoxy, cycloalkylalkoxy, 
cycloalkylalkanoyl, heteroaryl, cycloalkyl, haloalkylthio, hydroxy haloalkyl, 
heteroaralkoxy, heterocyclyloxy, araikylaryl, heteroaryloxyalkyl, 
heteroarylthio, and heteroarylsulfonylA 

7. The compound as recited in Claim 6 or\ pharmaceutically acceptable salt 
thereof wherein; \ 



n is the integer 1; 
R-^ is hydrido; 



Lj is selected from the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluoJbethoxymethyl, trifluoromethoxymethyl, difluoromethyl, 
chlorodiflUoromethyl, and pentafluoroethyl with the proviso that Rj has a 

higher CahnVgold-Prelog stereocheniical system ranking than both and 

(CHR3)„-N(A^Qp wherein Ap is Formula (II-P) and Qp is Formula (UI-P); 

^6 

\ 



R5^ 



R4^ 



R8 




Rl3 



R^ is selected from the group consisting of hydrido, methyl, ethyl, 

propyl, butyl, vinyl, phenyl, 4rtrifluoromethylphenyl, 1,1.2,2- 
tetrafluoroethoxymethyl, trifluWomethoxy methyl, difluoromethyl, and 

2,2,3,3,3-pentafluoropropyl witMythe proviso that R2 has a lower Cahn- 
Ingold-Prelog system ranking than\both R^ and (CHR3)„-N(Ap)Qp; 

Rj is selected from the group\consisting of hydrido, phenyl, 4- 

trifluoromethylphenyl, methyl, ethyl, ^nyl, trifluoromethyl, 
trifluoromethoxymethyl, difluoromethyl chlorodifluoromethyl, and 

pentafluoroethyl with the provisos that (CBR3)„-N(Ap)Qp has a lower Cahn- 
Ingold-Prelog stereochemical system rankiii|g than Rj and a higher Cahn- 



Ingold-Prelog stereochemical system ranking man Rj; 
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\ Y is a covalent single bond; 
>Z is a covalent single bond; 

RV, Rg, R9, and R 13 are independently selected from the group 

consisting of hydrido and fluoro; 

R^ anclRjQ are independently selected from the group consisting of 4- 

aminophenoxy,N?enzoyl, benzyl, benzyloxy, 5-bromo-2-fluorophenoxy, 
4-bromo-3-fluor(^henoxy, 4-bromo-2-nitrophenoxy, 3-bromobenzyloxy, 
4-bromobenzyloxy\4-bromophenoxy, 5-bromopyrid-2-yloxy. 
4-butoxyphenoxy, cWoro, 3-chlorobenzyl, 2-chlorophenoxy, 
4-chlorophenoxy, 4-chloro-3-ethylphenoxy, 3-chloro-4-fluorobenzyl, 

3- chloro-4-fluorophenyV 3-chloro-2-fluorobenzyloxy, 3-chloroben2yloxy, 

4- chlorobenzyloxy, 4-chroro-3-methylphenoxy, 2-chloro-4-fluorophenoxy, 
4-chloro-2-fluorophenoxy\^4H^l^ 3-chloro-4-ethylphenoxy, 

3- chloro-4-methylphenoxyJ>S^hloro-4-fluor 

4- chloro-3-fluorophenoxyi4yhlorophenylaniino, 5-chloropyrid-3-yloxy, 
2-cyanopyrid-3-yloxy, 4-cyanVhenoxy, cyclobutoxy, cyclobutyl, 
cyclohexoxy, cyclohexylmethojW, cyclopentoxy, cyclopentyl. 
cyclopentylcarbonyl, cyclopropyk cyclopropylmethoxy, cyclopropoxy, 

2.3- dichlorophenoxy, 2,4-dichloroWnoxy, 2,4-dichlorophenyl, 
3,5-dichlorophenyl, 3,5-dichIorobei^l. 3,4-dichlorophenoxy, 

3.4- difluorophenoxy, 2,3-difluorobeniyloxy, 2,4-difluorobenzyloxy, 
3,4-difluorobenzyloxy, 2,5-difluoroben2yloxy, 3,5-difluorophenoxy, 

3.4- difluorophenyl, 3,5-difluorobenzyloxV 4-difluoromethoxybenzyloxy, 

2.3- difluorophenoxy, 2,4-difluorophenoxy\2,5-difluorophenoxy, 

3.5- dimethoxyphenoxy, 3-dimethylaniinopht£noxy, 3,5-dimethylphenoxy, 

3.4- dimethylphenoxy. 3,4-dimethylbenzyl, 3,4rdimethylbenzyloxy, 

3.5- dimethylbenzyloxy, 2,2-diniethylpropoxy, \,3-dioxan-2-yl, 
l,4-dioxan-2-yl, l,3-dioxolan-2-yl, ethoxy. 4-ethPxyphenoxy, 
4-ethylbenzyloxy, 3-ethylphenoxy, 4-ethylaminoplhenoxy, 
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3- ^hyl-5-methylphenoxy, fluoro, 4-fluoro-3-methylbenzyl, 

4- flubro-3-methylphenyl, 4-fluoro-3-niethylbenzoyl, 4-fluorobenzyloxy, 

2- fluofo-3-methylphenoxy, 3-fluoro-4-methylphenoxy, 3-fluorophenoxy, 

3- fluoroV-nitrophenoxy, 2-fluoro-3-trifluoromethylbenzyloxy, 

3- fluoro-5\trifluoromethylbenzyloxy, 4-fluoro-2-trifluoromethylbenzyloxy, 

4- fluoro-3-tkfluoromethylbenzyioxy, 2-fluorophenoxy, 4-fluorophenoxy, 

2- fluoro-3-trifkioromethylphenoxy, 2-fluorobenzyloxy, 
4-fluorophenyl£ita[iino, 2-fluoro-4-trifluoromethylphenoxy, 
4-fluoropyrid-2-yloxy, 2-furyl, 3-furyl, heptafluoropropyl, 

1 , 1 , 1 ,3 ,3,3-hexafludropropyl, 2-hy droxy-3 .3 ,3-trifluoropropoxy. 

3- iodobenzyloxy, isoEmtyl, isobutylamino, isobutoxy, 3-isoxazolyl, 

4- isoxazolyl, 5-is6xazoWl, isopropoxy, isopropyl, 4-isopropylbenzyloxy, 

3- isopropylphenoxy, 4-isbpropylphenoxy, isopropylthio, 

4- isopropyl-3-methylpher\V5t» 3-isothiazolyl, 4-isothiazolyl, 



5-isothiazolyl, 3-methoxy 
3-methoxycarbonylprop-2 



:yl, 4-methoxycarbonylbutoxy, 
ioxy, 4-inethoxyphenyl, 

3- methoxyphenylaniino, 4-methoxyphenylamino, 3-methylbenzyloxy, 

4- methylbenzyloxy, 3-inethylphehoxy, 3-methyl-4-inethylthiophenoxy, 
4-methylphenoxy, l-methylpropoKV, 2-methylpyrid-5-yloxy, 
4-methylthiophenoxy, 2-naphthylox\, 2-nitrophenoxy, 4-nitrophenoxy, 

3- nitrophenyl, 4-nitrophenylthio, 2-05^olyl, 4-oxazolyl, 5-oxazolyl, 
pentafluoroethyl, pentafluoroethylthio,V2.3,3,3-pentafluoropropyl. 
1,1,3,3,3-pentafluoropropyl, 1,1,2,2.3-pemafluoropropyl. phenoxy, 
phenylamino, l-phenylethoxy, phenylsulfoVl, 4-propanoylphenoxy, 
propoxy, 4-propylphenoxy, 4-propoxyphenoxv, thiophen-3-yl, 5ec-butyl, 

4- jec-butylphenoxy ,r€rr -butoxy. 3-tert -butylpl^enoxy, 4-tert -butylphenoxy, 
1 , 1 ,2,2-tetrafluoroethoxy , tetrahy drofuran-2-y I, 

2-(5,6,7,8-tetrahydronaphthyloxy), thiazol-2-yl, thi^zol-4-yl, thiazol-5-yl, 
thiophen-2-yl, 2.3.5-trifluorobenzyloxy, 2.2,2-trifluoWthoxy, 
2,2,2-trifluoroethyl, 3,3,3-trifluoro-2-hydroxypropyl, trtfluoromethoxy, 
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\.3-trifluoromethoxybenzyloxy,4-trifluoromethoxybenzylo>cy, 
\-trifluoromethoxyphenoxy, 4-trifluoroniethoxyphenoxy, trifluoromethyl, 
sVrifluoromethylbenzyloxy, 4-trifluoromethylben2yloxy, 
2 Abis-trifluoromethylbenzyloxy . 1 , 1 -bis-trifluoromethy 1- 1 -hydroxymethyl, 

3- trifluoromethylbenzyl, 3,5-bis-trifluoromethylbenzyloxy, 

4- trifl\oromethylphenoxy, 3-trifluoromethylphenoxy, 

3- trifluOromethylphenyl, 3-trifluoromethylthiobenzyloxy, 

4- trifluor\methylthiobenzy loxy , 2,3 ,4-trifluorophenoxy , 
2,3,4-triflubrophenyl, 2,3.5-trifluorophenoxy, 3,4,5-triniethylphenoxy, 
3-difluoromVthoxyphenoxy, 3-pentafluoroethylphenoxy, 
3-(l,l,2,2-tet)afluoroethoxy)phenoxy, 3-trifluoromethylthiophenoxy, and 
trifluoromethyithio; 

and rV are independently selected from the group consisting of 
chloro, fluoro, hydi^Wentafluoroethyl. 1,1,2,2-tetrafluoroethoxy, 
trifluoromethyl, anfa\ ifluoromethoxy; 

Ry and Rj2 areVidependently selected from the group consisting of 
hydrido, fluoro, and trifluoromethyl. 



8. The compound as recited i\ciaim 7 or a pharmaceutically acceptable salt 
thereof, wherein; 



n is the integer 1 ; 
Rjg is hydrido; 

Rj is selected from the group con^sting of trifluoromethyl, 1,1,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxyrtiethyl, difluoromethyl, 
chlorodifluoromethyl, and pentafluoroethyl with the proviso that Rj has a 
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.higher Cahn-Ingold-Prelog stereochemical system ranking than both R2 and 
(C:HR3)„-N(Ap)Qp wherein Ap is Formula (H-P) and Qp is Formula (III-P); 



R4^ 




Rl3 



is selected from the group consisting of hydrido, methyl, ethyl, 

phenyl, 4-trifluorome«iylphenyl, trifluoromethoxymethyl, 

1 J,2,2-tetrafluoroethcfa^uA^ difluoromethyl, and 2,2,3,3,3- 

pentafluoropropyl wi^ thd^proviso that R^ has a lower Cahn-Ingold-Prelog 
system ranking than both R^d (CHR3)„-N(Ap)Qp; 

R^ is selected from the Woup consisting of hydrido, phenyl, 
4-trifluoromethylphenyl, methyl,Vifluoromethyl, difluoromethyl, and 
chlorodifluoromethyl with the provisos that (CHR3)„-N(Ap)Qp has a lower 

Cahn-Ingold-Prelog stereochemical system ranking than R^ and a higher 

Cahn-Ingold-Prelog stereochemical syste^ ranking than I^; 

Y is a covalent single bond; 
Z is a covalent single bond; 

R^, Rg, R^, and K^^ are independenUy fleeted from the group 
consisting of hydrido and fluoro; 
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\ and R^Q are independently selected from the group consisting of 

benzylo\y, 5-bromo-2-fluorophenoxy, 4-bromo-3-fluorophenoxy, 
3-bromobfenzyloxy,4-bromophenoxy,4-butoxyphenoxy, 

3- chlorobertzyloxy, 2-chlorophenoxy, 4-chloro-3-ethylphenoxy, 
5 4-chloro-3-Eriethylphenoxy. 2-chloro-4-fluorophenoxy, 

4- chloro-2-fluVophenoxy, 4-chlorophenoxy, 3-chloro-4-ethylphenoxy. 

3- chloro-4-nietlWlphenoxy,3-chloro-4-fluorophenoxy, 

4- chloro-3-fluorobhenoxy, 4-chlorophenylaniino, 5-chloropyrid-3-yloxy, 
cyclobutoxy, cycloWyl, cyclohexylmethoxy, cyclopentoxy, cyclopentyl, 

1 0 cyclopentylcarbonyl\cyclopropylmethoxy , 2,3-dichlorophenoxy , 

2.4- dichlorophenoxy , V4-dichlorophenyl, 3,5-dichlorophenyl, 

3.5- dichlorobenzyl, 3,4^iichlorophenoxy, 3,4-difluorophenoxy, 
2,3-difluorobenzyloxy, 3 Vdifluorobenzyloxy, difluoromethoxy, 
3.5-difluorophenoxy, 3,4\p|^ 2,3-difluorophenoxy, 

15 2,4-difluorophenoxy, 2,5-|dimiorophenoxy, 3,5-dimethoxyphenoxy, 

3-dimethylaininophenoxy, 3 Adimethylbenzyloxy. 3,5-dimethylbenzyloxy, 
3,5-dimethylphenoxy, 3,4-dimddiylphenoxy, 1 ,3-dioxolan-2-yl. 
3-ethylbenzyloxy, 3-ethylphenoxy, 4-ethylaniinophenoxy, 
3-ethyl-5-methylphenoxy, 4-fluordr3-methyIbenzyl, 4-fluorobenzyloxy, 

2 0 2-fluoro-3-methylphenoxy , 3-fluoro\4-niethylphenoxy , 3-fluorophenoxy, 

3-fluoro-2-nitrophenoxy, 2-fluoro-3-t^fluoromethylbenzyloxy, 

3- fluoro-5-tri£luoromethylbenzyloxy, 2\fluorophenoxy, 4-fluorophenoxy, 
2-fluoro-3-trifluoromethylphenoxy, 2-fluVobenzyloxy, 

4- fluorophenylamino, 2-fluoro-4-trifluoroinethylphenoxy, 2-furyl, 3-furyl. 
25 heptafluoropropyl. 1,1,1, 3,3 ,3-hexafluoroproVl, 

2- hydroxy-3,3,3-trifluoropropoxy, isobutoxy, itobutyl, 3-isoxazolyl, 
4-isoxazolyl, 5-isoxazolyl, isopropoxy, \ 

3- isopropylbenzyloxy, 3-isopropylphenoxy, isoprcWlthio, 

4- isopropyl-3-methylphenoxy, 3-isothiazolyl, 4-isotlWolyl, 5-isothiazolyl, 

3 0 3-methoxybenzyl, 4-methoxyphenylamino, 3-methylbe^yloxy , 
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rmethylbenxyloxy, 3-methylphenoxy, 3-inethyl-4-inethylthiophenoxy, 
4-tfiethylphenoxy, 1-methylpropoxy, 2-methylpyrid-5-yloxy, 
4-mdthylthiophenoxy, 2-naphthyloxy, 2-nitrophenoxy, 4-nitrophenoxy, 
3-nitrdphenyl, 2-oxa2olyl, 4-oxazolyl, 5-oxazolyl, pentafluoroethyl, 
5 pentafliibroethylthio, 2,2,3,3,3-pentafluoropropyl, 

1,1, 3,3,3 Vntafluoropropyl, 1,1,2,2,3-pentafluoropropyl, phenoxy, 
phenylamiXo, 1-phenylethoxy, 4-propylphenoxy, 4-propoxy phenoxy, 
thiophen-3-yl,tert -butoxy, 3-tert -butylphenoxy, 4-tert -butylphenoxy, 
1 , 1 ,2,2-tetrafliioroethoxy , tetrahydrofuran-2-yl, 
1 0 2-(5,6,7,8-tetraWdronaphthyloxy), thiazol-2-yI, thiazol-4-yl, thiazol-5-yl, 
thiophen-2-yl, 2,V2-trifluoroethoxy, 2,2,2-trifluoroethyl, 
3.3,3-trifluoro-2-hVdroxypropyl, trifluoromethoxy, 

3- trifluoromethoxybeiiE>dpxy,4-trifluoromethoxybenzyloxy, 

4- trifluoromethoxypffi^ 3-trifluoromethoxyphenoxy, trifluoromethyl, 
1 5 3-trifluoromethylbe]{fe Wxy , 1 , 1 -bis-trifluoromethyl- 1 -hy droxymethyl, 

3- trifluoromethylbenzyl\3,5-bis-trifluoromethylbenzyloxy, 

4- trifluoromethylphenoxyL 3-trifluoromethylphenoxy, 
3-trifluoromethyiphenyl, 2)3,4-trifluorophenoxy, 2,3,5-trifluorophenoxy. 
3,4,5-trimethylphenoxy, 3-d\fIuoromethoxyphenoxy, 

2 0 3-pentafluoroethylphenoxy , 3\( 1 , 1 ,2,2-tetrafluoroethoxy)phenoxy, 
3-trifluoromethylthiophenoxy,^-trifluoromethylthiobenzyloxy, and 

trifluoromethylthio; 

and Rj j are independently selected from the group consisting of 
chloro, fluoro. hydrido, pentafluorodfhyl, 1,1.2,2-tetrafluoroethoxy, and 
2 5 trifluoromethyl; 

Ry and R12 are independently sheeted from the group consisting of 
hydrido, fluoro, and trifluoromethyl. 
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9.\he compound as recited in Claim 6 or a pharmaceutically acceptable salt 
therel^f wherein; 

is the integer 1 ; 
5 '^leV^ hydrido; 

isVelected from the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluoroethoWmethyl, trifluoromethoxymethyl, difluoromethyl, 
chlorodifluorom^yl, and pentafluoroethyl with the proviso that R, has a 

higher Cahn-IngoldVPrelog stereochemical system ranking than both R2 and 

10 (CHR3)„-N(Ap)Qp wl^erein Ap is Formula (II-P) and Qp is Formula (III-P); 



^4 



•R7 



(II 




Rl3 



R2 is selected from the grouf) consisting of hydrido, methyl, ethyl, 

propyl, butyl, vinyl, phenyl, 4-trifluoriomethylphenyl, 1,1,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxymethyl, difluoromethyl, and 

15 2,2,3,3,3-pentafluoropropyl witii the proviso that R^ has a lower Cahn- 
Ingold-Prelog system ranking than both Rj Wd (CHR3)„-N(Ap)Qp; 

R3 is selected from the group consistiiig of hydrido, phenyl, 4- 

trifluoromethylphenyl, methyl, ethyl, vinyl, trifliioromethyl, 
trifluoromethoxymethyl, difluoromethyl. chlorodilfluoromethyl, and 



329 



H 
O 

m 



sntafluoroethyl with the provisos that {CHR3)^-N(Ap)Qp has a lower Cahn- 

Ingold-Prelog stereochemical system ranking than Rj and a higher Cahn- 

Ingold^relog stereochemical system ranking than R^; 
Y 16 oxy; 

Z is\covalent single bond; 

R4, Rg)>P^» and Rj3 are independently selected from the group 
consisting of hydcido and fluoro; 



R^ and R^q 



independently selected from the group consisting of 4- 

aminophenoxy, benzoVl, benzyl, benzyloxy, 5-bromo-2-fluorophenoxy. 
10 4-bromo-3-fluorophenoxy, 4-bromo-2-nitrophenoxy, 3-bromobenzyloxy, 
4-bromobenzyloxy, 4-brornophenoxy, 5-bromopyrid-2-yloxy, 
4-butoxyphenoxy, chloro, 3 Shlorobenzyl, 2-chlorophenoxy, 
4-chlorophenoxy , 4-chloro- ^-Vhylphenoxy , 3-chloro-4-fluorobenzyl, 

3- chloro-4-fluorophenyl, 3-chloto-2-fluorobenzyloxy, 3-chlorobenzyloxy, 
1 5 4-chlorobenzyloxy, 4-chloro-3-me;thylphenoxy , 2-chloro-4-fluorophenoxy , 

4- chloro-2-fluorophenoxy, 4-chlordlphenoxy, 3-chloro-4-ethylphenoxy, 

3- chloro-4-methylphenoxy, 3-chloro-4-fluorophenoxy, 

4- chloro-3-fluorophenoxy, 4-chlorophetaylamino, 5-chloropyrid-3-yloxy, 
2-cyanopyrid-3-yloxy, 4-cyanophenoxy, Wclobutoxy, cyclobutyl, 

2 0 cyclohexoxy, cyclohexylmethoxy, cyclopemoxy, cyclopentyl, 

cyclopentyicarbonyl, cyclopropyl, cyclopropVlmethoxy, cyclopropoxy, 

2.3- dichlorophenoxy, 2,4-dichlorophenoxy, 2,4-dichlorophenyl, 
3,5-dichlorophenyl, 3,5-dichlorobenzyl, 3,4-dicmorophenoxy, 

3.4- difluorophenoxy, 2,3-difluorobenzyloxy, 2,4-difluorobenzyloxy, 
2 5 3,4-difluorobenzyloxy . 2,5-difluorobenzyloxy , 3 ,5-difluorophenoxy , 

3.4-difluorophenyl, 3,5-difluorobenzyloxy, 4-difluoroftiethoxybenzyloxy, 
2,3-difluorophenoxy, 2,4-difluorophenoxy, 2,5-difluorophenoxy, 
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3L5-dimethoxyphenoxy, 3-dimethylaniinophenoxy, 3,5-dimethylphenoxy, 
sVdimethylphenoxy, 3,4-dimethylbenzyl, 3,4-dimethylbenzyloxy, 
3,5Adimethylbenzyloxy, 2,2-dimethylpropoxy, l,3-dioxan-2-yl, 
l,4-dioxan-2-yl, l,3-dioxolan-2-yl, ethoxy, 4-ethoxyphenoxy, 
4-ethyrbenzyloxy, 3-ethylphenoxy, 4-ethylaininophenoxy, 

3- ethyl-5-methylphenoxy, fluoro, 4-fluoro-3-methylbenzyl, 

4- fluoro-3tmethylphenyl, 4-fluoro-3-niethylbenzoyl, 4-fluorobenzyloxy. 

2- fluoro-3-ftaethylphenoxy, 3-fluoro-4-niethylphenoxy, 3-fluorophenoxy, 

3- fluoro-2-nurophenoxy, 2-fluoro-3-trifluoromethylbenzyloxy, 

3- fluoro-5-triflyoromethylbenzyloxy, 4-fluoro-2-trifluoromethylbenzyloxy, 

4- fluoro-3-triflu^romethylbenzyloxy, 2-fluorophenoxy, 4-fluorophenoxy, 

2- fluoro-3-trifluoromethylphenoxy, 2-fluorobenzyloxy, 
4-fluorophenylamino, 2-fluoro-4-trifluoromethylphenoxy, 
4-fluoropyrid-2-ylox9y2h|u^ 3-furyl, heptafluoropropyl, 

1 , 1 , 1 ,3 ,3 ,3-hexafluorQ^)py I, 2-hydroxy-3 ,3 ,3-trifluoropropoxy , 

3- iodobenzyloxy, isobutyL isobutylamino, isobutoxy, 3-isoxazolyl, 

4- isoxazolyl, 5-isoxazolyl,\sopropoxy. isopropyl, 4-isopropylbenzyloxy. 

3- isopropylphenoxy, 4-isoprdpylphenoxy, isopropylthio, 

4- isopropyl-3-methylphenoxy,Visothiazolyl, 4-isothiazolyl, 

5- isothiazolyl, 3-methoxybenzyl,V-methoxycarbonylbutoxy, 
3-methoxycarbonylprop-2-enyloxy>s4-methoxyphenyl, 

3- methoxyphenylamino, 4-methoxyp*ienylamino, 3-methylbenzyloxy, 

4- niethylbenzyloxy, 3-methylphenoxy/3-methyl-4-methylthiophenoxy, 
4-methylphenoxy, l-methylpropoxy, 2-iriethylpyrid-5-yloxy, 
4-methylthiophenoxy, 2-naphthyloxy, 2-niCrophenoxy, 4-nitrophenoxy, 
3-nitrophenyl, 4-nitrophenylthio, 2-oxazolyl,Y-oxazolyl, 5-oxazolyl, 
pentafluoroethyl, pentafluoroethylthio, 2,2,3,3Vpentafluoropropyl, 
1,1,3,3,3-pentafluoropropyl, 1,1,2,2,3-pentafluo^opropyl, phenoxy, 
phenylamino, 1-phenylcthoxy, phenylsulfonyl, 4-propanoylphenoxy, 
propoxy, 4-propylphenoxy, 4-propoxyphenoxy. thidphen-S-yl, sec-butyl. 
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4\jec-butylphenoxy,fer/ -butoxy, 3-tert -butylphenoxy, 4'tert -butylphenoxy, 
1 , K2.2-tetrafluoroethoxy , tetrahy drofuran-2-yl, 

2- (5\6,7,8-tetrahydronaphthyloxy), thiazol-2-yl, thiazol-4-yl, thiazol-5-yl, 
thioplaen-2-yl, 2,3,5-trifluorobenzyloxy, 2,2,2-trifluoroethoxy, 

5 2,2,2-t\ifluoroethyl, 3,3,3-trifluoro-2-hydroxypropyl, trifluoromethoxy, 

3- trifludromethoxybenzyloxy, 4-trifluoromethoxybenzyloxy, 
3-trifluort>methoxyphenoxy, 4-trifluorornethoxyphenoxy, trifluoromethyl, 

3- trifluoromethy Ibenzy loxy , 4-trifluoromethy Ibenzy loxy , 
2,4-bis-trifli^romethy Ibenzy loxy , 1 , 1 -bis-trifluoromethyl- 1 -hydroxy methyl , 

1 0 3-trifluoromettiylbenzyl, 3,5-bis-trifluoromethylbenzyloxy , 

4- trifluorometliyiphenoxy, 3-trifluoromethylphenoxy, 

3- trifluoromethy\phenyl, 3-trifluoromethylthiobenzyloxy, 

4- trifluoromethyltliiobenzyloxy, 2,3,4-trifluorophenoxy, 
2,3,4-trifluorophen^ 2,3,5-trifluorophenoxy, 3,4,5-trimethylphenoxy, 

15 3-difluoromethoxyBl*n^y, 3-pentafluoroethylphenoxy, 

3-(l J,2,2-tetrafluojBoethoxy)phenoxy, 3-trifluoromethylthiophenoxy, and 
trifluoromethylthio; \ 

and Rj J are independently selected from the group consisting of 
chloro, fluoro, hydride, pent^fluoroethyl, 1,1,2,2-tetrafluoroethoxy, 
2 0 trifluoromethyl, and trifluoromethoxy; 

ICj and R^2 ^ independently selected from the group consisting of 
hydrido, fluoro, and trifluoromethyl. 



10. The compound as recited in Clairt{ 9 or a pharmaceutically acceptable salt 
2 5 thereof, wherein; 



n is the integer 1; 
Rj^ is hydrido; 



is selected from the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluordethoxymethyl, trifluoromethoxymethyl, difluoromethyl, 
chlorodifluofomethyl, and pentafluoroethyl with the proviso that Rj has a 

higher Cahn-Intold-Prelog stereochemical system ranking than both R2 and 

(CHR3)^-N(Ap)Qp wherein Ap is Formula (II-P) and Qp is Formula (UI-P); 

\ 



R8 




Rl3 



R^ is selected from the group consisting of hydrido, methyl, ethyl, 

phenyl, 4-trifluoromethylphenyl, trifluoromethoxymethyl, 
1,1,2,2-tetrafluoroethoxymethyl, difluoromethyl, and 2,2,3,3,3- 

pentafluoropropyl with the proviso that ^2 has a lower Cahn-Ingold-Prelog 

system ranking than both R^ and (CHR3) Vj(Ap)Qp; 

R3 is selected from the group consisting of hydrido, phenyl, 
4-trifluoromethylphenyl, methyl, trifluoromethyl, difluoromethyl, and 
chlorodifluoromethyl with the provisos that (CHR3)j^-N(Ap)Qp has a lower 

Cahn-Ingold-Prelog stereochemical system rankinAthan Rj and a higher 



Cahn-Ingold-Prelog stereochemical system ranking than R^; 
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Y is oxy; 
; is a covalent single bond; 

R^Rg, R^, and K^^ are independently selected from the group 
consisting orvhydrido and fluoro; 



R^ and^ 



are independently selected from the group consisting of 

benzyloxy, 5-brohio-2-fluorophenoxy, 4-bromo-3-fluorophenoxy, 
3-bromobenzyloxyL 4-bromophenoxy,4-butoxyphenoxy, 

3- chlorobenzyloxy,V-chlorophenoxy, 4-chloro-3-ethylphenoxy, 

4- chloro-3-methylphehoxy, 2-chloro-4-fluorophenoxy, 

1 0 4-chloro-2-fluorophen0^y , 4-chlorophenoxy , 3-chloro-4-ethylphenoxy , 

3- chloro-4-methylphenoW,3-chloro-4-fluorophenoxy, 

4- chloro-3-fluorophenoxy\4-chlorophenylamino, 5-chloropyrid-3-yloxy, 
cyclobutoxy, cyclobutyl, cyoJohexylmethoxy, cyclopentoxy, cyclopentyl, 
cyclopentylcarbonyl, cycloprcbjlmethoxy, 2,3-dichlorophenoxy, 

1 5 2,4-dichlorophenoxy, 2,4-dicttu!* j^enyl, 3,5-dichlorophenyl, 
3,5-dichlorobenzyl, 3,4-dichlifrO]plhenoxy, 3,4-difluorophenoxy, 

2.3- difluorobenzyloxy, 3,5-difluor6ben2yloxy, difluoromethoxy, 
3,5-difluorophenoxy, 3,4-difluoroph6nyl, 2,3-difluorophenoxy, 

2.4- difluorophenoxy, 2,5-difluorophenbxy, 3,5-dimethoxyphenoxy, 

2 0 3-dimethylaminophenoxy, 3,4-dimethylbenzyloxy, 3,5-dimethylbenzyloxy. 

3.5- dimethylphenoxy, 3,4-dimethylphenoX>v, l,3-dioxolan-2-yl, 
3-ethylbenzyloxy, 3-ethylphenoxy, 4-ethylalninophenoxy, 
3-ethyl-5-methylphenoxy, 4-fluoro-3-methylbenzyl, 4-fluorobenzyloxy, 
2'-fluoro-3-methylphenoxy, 3-fluoro-4-methylptienoxy, 3-fluorophenoxy, 

2 5 3-fluoro-2-nitrophenoxy , 2-fluoro-3-trifluoromeUiylbenzyloxy . 

3- fluoro-5-trifluoromethylben2yloxy, 2-fluorophertDxy, 4-fluorophenoxy, 
2-fluoro-3-trifluoromethylphenoxy, 2-fluorobenzyloxy, 

4- fluorophenylanilno. 2-fluoro-4-trifluoromethylpheii6xy, 2-furyl, 3-furyl, 
heptafluoropropyl, 1,1,1,3,3,3-hexafluoropropyl. \ 



2- hydroxy-3,33-trifluoropropoxy, isobutoxy, isobutyl, 3-isoxazolyl, 
4-isVxazoiyl, 5-isoxazolyl, isopropoxy, 

3- isopropylbenzyloxy, 3-isopropylphenoxy, isopropylthio, 

4- isoprdpyl-3-methylphenoxy, 3-isothia2olyl, 4-isothiazolyl, 5-isothiazolyl, 

3- methoxW>enzyl, 4-niethoxyphenylamino, 3-methylbenzyloxy, 

4- methylbenxyloxy, 3-methylphenoxy, 3-niethyl-4-methylthiophenoxy, 
4-methylpheriioxy, 1 -methylpropoxy , 2-methylpyrid-5-yloxy, 
4-methylthioph^noxy, 2-naphthyloxy, 2-nitrophenoxy, 4-nitrophenoxy, 
3-nitrophenyl, 2-Oxazolyl, 4-oxazolyl, 5-oxazolyl, pentafluoroethyl, 
pentafluoroethylthib, 2,2,3,3,3-pentafluoropropyl, 
1,1,3.3,3-pentafluorobropyl, 1,1,2,2,3-pentafluoropropyl, phenoxy, 
phenylamino, 1-phenylethoxy, 4-propylphenoxy, 4-propoxy phenoxy, 
thiophen-3-yl,tert -butoxV, 3-tert -butylphenoxy, 4-tert -butylphenoxy. 



1 , 1 ,2,2-tetrafluoroethoxy , 
2-(5,6,7,8-tetrahydronaphth3 
thiophen-2-yl, 2,2,2-trifluor< 



iydrofuran-2-yl, 
jo^y), thiazol-2-yl, thiazol-4-yl, thiazol-5-yl, 
loxy, 2,2,2-trifluoroethyl, 
3,3,3-trifluoro-2-hydroxypropylMrifluoromethoxy, 

3- trifluoromethoxybenzyloxy, 4-tmluoromethoxybenzyloxy, 

4- trifluoromethoxyphenoxy, 3-triflubromethoxyphenoxy, trifluoromethyl, 
3-trifluoromethylbenzyloxy , 1 , 1 -bis-tfifluoromethyl- 1-hydroxymethyl, 

3- trifluoromethylbenzyl, 3,5-bis-trifluofomethylbenzyloxy, 

4- trifluoroniethy Iphenoxy , 3-trifluorometWlphenoxy , 
3-trifluoromethylphenyl, 2,3.4-trifluorophelioxy, 2.3,5-trifluorophenoxy, 
3,4,5-trimethylphenoxy, 3-difluoromethoxypiaenoxy, 
3-pentafluoroethylphenoxy , 3-( 1 . 1 ,2,2-tetrafludrocthoxy)phenoxy , 
3-trifluoromethylthiophenoxy, 3-trifluoroincthyl^obenzyloxy, and 
trifluoromethylthio; 

Rg and R j j are independently selected from the group consisting of 

chloro, fluoro, hydrido. pentafluoroethyl, 1,1.2,2-tetraflii^roethoxy. and 
trifluoromethyl; 
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and are independently selected from the group consisting of 
hydriddL fluoro, and trifluoromethyl. 

11. The compound as recited in Claim 6 or a pharmaceutically acceptable salt 
thereof, wherein; 



n is the integer 1 ; 



is hydrido; 



Rj is selected from the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxymethyl, difluoromethyl, 
chlorodifluoromethylWd pentafluoroethyl with the proviso that Rj has a 

higher Cahn-Ingold-Pr<iDog%tereochemical system ranking than both Rj and 



(CHR3)„-N(Ap)Qp w 
?6 



Tei\ Ap is Formula (II-P) and Qp is Formula (III-P); 



Rio 



R4- 




Rl3 



R^ is selected from the group consisting of hydrido, methyl, ethyl, 

propyl, butyl, vinyl, phenyl, 4-trifluorome\hylphenyl, 1,1,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxymethyl, difluoromethyl, and 

2,2,3,3,3-pentafluoropropyl with the proviso mat R2 has a lower Cahn- 
Ingold-Prelog system ranking than both Rj and (<SMR3)jj-N(Ap)Qp; 



# 
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and Rjq are indefljein|df 



aminophenoxy, benzoyl, benz^ 



Xr^ is selected from the group consisting of hydrido, phenyl, 4- 

trifluorofnethylphenyl, methyl, ethyl, vinyl, trifluoromethyl, 
trifluoronmhoxymethyl, difluoromethyl, chlorodifluoromethyl, and 

pentafluoroethyl with the provisos that (CHR3)^-N(Ap)Qp has a lower Cahn- 

Ingold-Prelog Stereochemical system ranking than R^ and a higher Cahn- 

Ingold-Prelog stereochemical system ranking than R2; 

Y is selectedfrom the group consisting of methylene and ethylene; 
Z is a covalen\ single bond; 

R4, Rg, R9, and are independently selected from the group 
consisting of hydrido andVluoro; 

fitly selected from the group consisting of 4- 

f , benzyloxy, 5-bromo-2-fluorophenoxy, 
4-bromo-3-fluorophenoxy,4-brt)mo-2-nitrophenoxy, 3-bromobenzyloxy, 
4-bromobenzyloxy, 4-bromopherioxy, 5-bromopyrid-2-yloxy, 
4-butoxyphenoxy, chloro, 3-chlorol5enzyl, 2-chlorophenoxy, 
4-chlorophenoxy, 4-chloro-3-ethylpKfenoxy, 3-chloro-4-fluorobenzyl, 

3- chloro-4-fluorophenyl, 3-chloro-2-fl^K)^obenzyloxy, 3-chlorobenzyloxy, 

4- chlorobenzyloxy, 4-chloro-3-methylph[enoxy, 2-chloro-4-fluorophenoxy, 
4-chloro-2-fluorophenoxy, 4-clilorophenoxy, 3-chloro-4-ethylphenoxy, 

3- chloro-4-methylphenoxy, 3-chloro-4-fluorV)henoxy, 

4- chloro-3-fluorophenoxy. 4-chlorophenylamiiU), 5-chloropyrid-3-yloxy, 
2-cyanopyrid-3-yloxy, 4-cyanophenoxy, cyclobilU)xy, cyclobutyl, 
cyclohexoxy, cyclohexylmethoxy, cyclopentoxy, dVclopentyl, 
cyclopentylcarbonyl, cyclopropyi, cyclopropylmethoxy, cyclopropoxy, 

2.3- dichlorophenoxy, 2,4-dichlorophenoxy, 2,4-dichlofophenyl, 
3,5-dichlorophenyl, 3,5-dichlorobenzyl, 3,4-dichlorophefK)xy, 

3.4- difluorophenoxy. 2,3-difluorobenzyloxy, 2,4-difluorobW;yloxy, 
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l-difluorobenzyloxy, 2,5-difluorobenzyloxy, 3,5-difluorophenoxy, 
3,4yifluoropheiiyl, 3,5-difluorobenzyloxy, 4-difluoromethoxybenzyloxy, 

2.3- difluorophenoxy, 2,4-difluorophenoxy, 2,5-difluorophenoxy, 
3,5-dimethoxyphenoxy, 3-dimethylaminophenoxy, 3,5-dimethylphenoxy, 

5 3,4-dimethylphenoxy, 3,4-dimethylbenzyl, 3,4-dimethylbenzyloxy, 
3,5-dimetlWlbenzyloxy, 2,2-dimethylpropoxy, l,3-dioxan-2-yl, 

1.4- dioxan-2ryl, l,3-dioxolan-2-yl, ethoxy, 4-ethoxyphenoxy, 
4-ethylbenzylaxy, 3-ethylphenoxy, 4-ethylaminophenoxy, 
3-ediyl-5-methyiphenoxy, fluoro, 4-fluoro-3-methylbenzyl, 

10 4-fluoro-3-methylphenyl, 4-fluoro-3-methylbenzoyl, 4-fluorobenzyloxy, 

2- fluoro-3-methylphMioxy, 3-fluoro-4-methylphenoxy, 3-fluorophenoxy, 

3- fluoro-2-nitrophenoxy, 2-fluoro-3-trifluoromethylbenzyloxy, 

3- fluoro-5-trifluoroinethy}b|enzyloxy, 4-fluoro-2-trifluoromethylbenzyloxy, 

4- fluoro-3-trifluoromethyl^epzyl6xy, 2-fluorophenoxy, 4-fluorophenoxy, 
15 2-fluoro-3-trifluoromethy|phpnoxy, 2-fluorobenzyloxy, 

4-fluorophenylamino, 2-fluoro-4-trifluoromethylphenoxy, 
4-fluoropyrid-2-yloxy, 2-furyl, 3-mryl, heptafluoropropyl, 
1,1,1 ,3,3,3-hexafluoropropyl, 2-hydk)xy-3,3,3-trifluoropropoxy, 
3-iodobenzyloxy, isobutyl, isobutylamino, isobutoxy, 3-isoxazolyl, 
2 0 4-isoxazoIyl, 5-isoxazolyl, isopropoxy, kopropyl, 4-isopropylbenzyloxy, 

3- isopropylphenoxy, 4-isopropyIphenoxy,\sopropylthio, 

4- isopropyl-3-methylphenoxy , 3-isothiazolyjL 4-isothiazolyl, 

5- isothiazolyl, 3-methoxybenzyl, 4-methoxycarbonylbutoxy, 

3- methoxycarbonylprop-2-enyloxy, 4-methoxypkenyl, 

2 5 3-methoxyphenylamino. 4-methoxyphenylamino, Vmethylbenzyloxy , 

4- methylbenzyloxy, 3-methylphenoxy, 3-methyI-4-methylthiophenoxy, 
4-methylphenoxy, l-methylpropoxy, 2-methylpyrid-5-\loxy, 
4-niethylthiophenoxy, 2-naphthyloxy, 2-nitrophenoxy, 4-^itrophenoxy, 
3-nitrophenyl, 4-mtrophenylthio, 2-oxazolyl, 4-oxazolyl, 5\)xazolyl, 

3 0 pentafluoroethyl, pentafluoroethylthio, 2,2,3,3.3-pentafluoroiMopyl, 
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lM,3,3,3-pentafluoropropyl, 1.1,2,2,3-pentafluoropropyl, phenoxy, 
phetaylamino, 1-phenylethoxy, phenylsulfonyl, 4-propanoylphenoxy, 
propoxy, 4-propylphenoxy, 4-propoxyphenoxy, thiophen-3-yl, jcc-butyl, 
4-sec-mty\phcnoxy,tert -butoxy, S-tert -butylphenoxy, 4'tert -butylphenoxy, 

1,1,2 ,2-tetrafluoroethoxy , tetrahy drofuran-2-y 1, 

2- (5,6,7,8-fetrahydronaphthyloxy), thiazol-2-yl, thiazol-4-yl, thiazol-S-yl, 
thiophen-2-yl, 2,3,5-trifluorobenzyloxy, 2,2,2-trifluoroethoxy, 
2,2,2-trifluoro0thyl, 3,3,3-trifluoro-2-hydroxypropyl, trifluoromethoxy, 

3- trifluoromethdxybenzyloxy, 4-trifluoromethoxybenzyloxy, 
3-trifluoroniethox3mhenoxy, 4-trifluoromethoxyphenoxy, trifluoromethyl, 
3-trifluoromethylbehzyloxy, 4-trifluoromethyIbenzyloxy, 
2,4-bis-trifluoromethWenzy loxy , 1 , 1 -bis-trifluoromethyl- 1 -hydroxymethyl, 

3- trifluoromethylbenz5rL ^^5^is-trifluoroniethylbenzyloxy, 

4- trifluoromethylphenox^ 34pifhioromethyiphenoxy, 

3- trifluoromethylphenyl,/3^fluoromethylthiobenzyloxy, 

4- trifluoromethylthioberlzyldKy, 2,3,4-trifluorophenoxy, 
2,3,4-trifluorophenyl, 2,3,5-trifliiorophenoxy, 3,4,5-trimethylphenoxy, 
3-difluoromethoxyphenoxy, 3-pentafluoroethylphenoxy, 
3-{l.l,2,2-tetrafluoroethoxy)pheno^y, 3-trifluoromethylthiophenoxy, and 
trifluoromethylthio; \ 

and j are independently selected from the group consisting of 

chloro, fluoro, hydrido, pentafluoroethyl,Yl,2,2-tetrafluoroethoxy, 
trifluoromethyl, and trifluoromethoxy; \ 

and R|2 ^ independently selectedSfrom the group consisting of 

hydrido, fluoro, and trifluoromethyl. \ 



12. The compound as recited in Claim 1 1 or a phi 
salt thereof, wherein; 



tutically acceptable 
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n is the integer 1 ; 
Rj^ is hydrido; 

L is selected from the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluordethoxymethyl, trifluoromethoxy methyl, difluoromethyl, 
chlorodifluOTomethyl, and pentafluoroethyl with the proviso that Rj has a 

higher Cahn-Ingold-Prelog stereochemical system ranJcing than both R2 and 

(CHR3)^-N(Ap)Qp wherein Ap is Formula (II-P) and Qp is Formula (III-P); 

.R7 R9 r^lO 

\ 



R4^ 



'R8 
filVP) 




R2 is selected from the grouR consisting of hydrido, methyl, ethyl, 

phenyl, 4-trifluoromethylphenyl, trifluoromethoxymethyl, 
1,1,2,2-tetrafluoroethoxymethyl, difluoromethyl, and 2,2,3,3,3- 

pentafluoropropyl with the proviso that RAhas a lower Cahn-Ingold-Prelog 

system ranking than both Rj and (CHR3)jj-N(Ap)Qp; 

R3 is selected from the group consistingyof hydrido, phenyl, 
4-trifluoromethylphenyl, methyl, trifluoromethylXdifluoromethyl, and 
chlorodifluoromethyl with the provisos that (CHR3V -N( Ap)Qp has a lower 



• 



340 



n 



Q 

s 

m 

Q 



10 



15 



20 



25 



:ahn-Ingold-Prelog stereochemical system ranking than Rj and a higher 

in-Ingold-Prelog stereochemical system ranking than R^; 

Y is methylene; 
, is a covalent single bond; 

RARg, R9, and Rj3 are independently selected from the group 

consisting ofyjiydrido and fluoro; 

are independently selected from the group consisting of 

benzyloxy, 5-bro)no-2-fluorophenoxy, 4-bromo-3-fluorophenoxy, 
3-bromobenzyloxy\4-bromophenoxy,4-butoxyphenoxy, 

3- chlorobenzyloxy, Zvchlorophenoxy, 4-chioro-3-ethylphenoxy, 

4- chloro-3-methylphen9xy, 2-chlorO"4-fluorophenoxy, 



Rg and 



4-chloro-2-fluorophen 

3- chloro-4-methylph< 

4- chloro-3-fluorophentix] r 



chlorophenoxy, 3-chloro-4-ethylphenoxy, 
^3-chloro-4-fluorophenoxy, 

;hlorophenylamino, 5-chloropyrid-3-yloxy, 
cyclobutoxy, cyclobutyl, cycl^exylmethoxy, cyclopentoxy, cyclopentyl, 
cyclopentylcarbonyl, cyclopropylmethoxy, 2,3-dichlorophenoxy, 

2.4- dichlorophenoxy, 2,4-dichlor6Dhenyl, 3,5-dichlorophenyl, 

3.5- dichlorobenzyl, 3,4-dichloroph^oxy, 3,4-difluorophenoxy, 

2.3- difluorobenzyloxy, 3,5-difluorob6nzyloxy, difluoromethoxy. 
3,5-difluorophenoxy, 3,4-difluorophenyl, 2,3-difluorophenoxy, 

2.4- difluorophenoxy, 2,5-difluorophenoxV, 3,5-dimethoxyphenoxy, 
3-dimethylaminophenoxy, 3,4-dimethylbertzyloxy, 3,5-dimethylbenzyloxy, 

3.5- dimethylphenoxy, 3,4-dimethylphenoxy,\l,3-dioxolan-2-yl, 
3-ethylbenzyioxy, 3-ethylphenoxy, 4-ethylaminophenoxy, 
3-ethyl-5-methylphenoxy, 4-fluoro-3-methylbenisvl, 4-fluorobenzyloxy, 

2- fluoro-3-methylphenoxy, 3-fluoro-4-methylpheiibxy, 3-fluorophenoxy, 

3- fluoro-2-nitrophenoxy, 2-fluoro-3-trifluoromethylbenzyloxy, 
3-fluoro-5-trifluoromethylbenzyloxy, 2-fluorophenox5\4-fluorophenoxy, 
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\2-fluoro-3-trifluoromethylphenoxy, 2-fluorobenzyloxy, 
4rfluorophenylamino, 2-fluoro-4-trifluoromethylphenoxy, 2-furyl, 3-furyl, 
heWafluoropropyl, 1 , 1 , 1 .3,3 ,3-hexafluoropropyl, 

2- hyaroxy-3,3,3-trifluoropropoxy, isobutoxy, isobutyl, 3-isoxazolyl, 
4-isoxaylyl, 5-isoxazolyl, isopropoxy, 

3- isoprop^benzyloxy, 3-isopropylphenoxy, isopropylthio, 

4- isopropylVmethylphenoxy, 3-isothiazolyl, 4-isothiazolyl, 5-isothiazolyl, 

3- methoxybenWl, 4-methoxyphenylamino, 3"methylbenzyloxy, 

4- methylbenxyldty, 3-methylphenoxy, 3-methyl-4-methylthiophenoxy, 
4-methylphenoxy,Vmethylpropoxy.2-methylpyrid-5-yloxy, 
4-methylthiophenox\ 2-naphthyloxy, 2-nitrophenoxy, 4-nitrophenoxy, 
3-nitrophenyl, 2-oxazoWl, 4-oxazolyl, 5-oxazolyl, pentafluoroethyl. 



pentafluoroethylthio, 2,2^,3 
1 , 1 ,3,3,3-pentafluoropropy 
phenylamino, 1-phenyletho 



,3-pentafluoropropyl, 
^,2^3-pentafluoropropyl, phenoxy, 
r4-propylphenoxy, 4-propoxy phenoxy, 
thiophen-3-yl,tert -butoxy, stfteW -butylphenoxy, 4-tert -butylphenoxy, 
1 , 1 ,2,2-tetrafluoroethoxy , tetrahy Vofuran-2-yl, 

2- (5,6,7.8-tetrahydronaphthyloxy),\hiazol-2-yl, thiazol-4-yl, thiazol-5-yl, 
thiophen-2-yl, 2.2,2-trifluoroethoxy. 2^.2-trifluoroethyl, 
3,3,3-trifluoro-2-hydroxypropyl, trifluofomethoxy, 

3- trifluoromethoxybenzyloxy, 4-trifluoroflifithoxybenzyloxy, 

4- trifluoromethoxyphenoxy, 3-trifluorometh^xyphenoxy, trifluoromethyl. 
3-trifluoromethylbenzyloxy , 1 , 1 -bis-trifluoroiriMhyl- 1-hydroxymethyl, 

3- trifluoromethylbenzyl, 3,5-bis-trifluoromethyl^nzyloxy, 

4- trifluoromethylphenoxy, 3-trifluoromethylphenoXY, 
3-trifluoromethylphenyl, 2,3,4-trifluorophenoxy, 2,3,5\ti-ifluorophenoxy, 
3,4.5-trimethylphenoxy, 3-difluoromethoxyphenoxy, \ 
3-pentafluoroethylphenoxy , 3-( 1 , 1 ,2,2-tetrafluoroethoxy )p^noxy, 
3-trifluoromethylthiophenoxy. 3-trifluoromethylthiobenzyloxV and 
trifluoromethylthio; \ 
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and j are independently selected from the group consisting of 

chWo, fluoro, hydrido, pentafluoroethyl, 1,1,2,2-tetrafluoroethoxy, and 
triflu^romethyl ; 

I J and independently selected from the group consisting of 

hydrido, fluoro, and trifluoromethyl. 

13. The compound as recited in Claim 6 or a pharmaceutically acceptable 
salt, wherein; 

n is the integer 1 ; 
Rj^ is hydrido; 

Rj is haloalkyl wlArfhe proviso that Rj has a higher Cahn-Ingold- 

Prelog stereochemical s/stemVanking than both R^ and (CHR3)jj-N(Ap)Qp 
wherein Ap is Formula (II-P) anci Qp is Formula (III-P); 
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is selected from the group consisting of hydride, alkyl, haloalkyl, 
aryR and haloalkoxy with the proviso that R2 has a lower Cahn-Ingold-Prelog 
systeip ranking than both Rj and (CHR3)„-N(Ap)Qp; 

is selected from the group consisting of hydrido, alkyl, and 
haloalkyV with the provisos that (CHR3)^-N(Ap)Qp has a lower Cahn-Ingold- 
Prelog stereochemical system ranking than Rj and a higher Cahn-Ingold- 

Prelog stereo\{hemical system ranking than Rj; 

Y is a cVval^nt single bond; 

igle bond; 

R^, Rg, I%^a[id R,-j are independendy selected from the group 



consisting of hydrido and halo; 

R^, Rg, Ry, RA, Rj J, and R^^ are independently selected from the 

group consisting of hydkdo, alkyl, halo, haloalkyl, haloalkoxy, aryl, 
alkylthio, arylamino, arylftio, aroyl, arylsulfonyl, aryloxy, aralkoxy, 
heteroaryloxy. alkoxy, aralRyl, cycloalkoxy, cycloalkylalkoxy, 
cycloalkylalkanoyl, heteroaryl, cycloalkyl, haloalkylthio, hydroxyhaloalkyl, 
heteroaralkoxy, heterocyclyloxV, aralkylaryl, heteroaryloxy alkyl, 
heteroarylthio, and heteroarylsuli 

14. The compound as recited in Clauji 13 or a pharmaceutically acceptable 
salt thereof, wherein; 



n is the integer 1 ; 



• 
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is selected froni the group consisting of trifluoromethyl, 
chloroilifluoromethyl, and pentafluoroethyl with the proviso that Rj h2is a 
higher Cahn-Ingold-Prelog stereochemical system ranking than both R^ and 
(CHR3)^-N(Ap)Qp wherein Ap is Formula (II-P) and Qp is Formula (III-P); 



?6 



R4^ 




Rl3 



Rjg is hydrido; 

R2 is selected from th^roup consisting of hydrido and phenyl with 
the proviso that R^ has a lower Oahn-Ingold-Prelog system ranking than both 
Rj and (CHR3)„-N(Ap)Qp; 

R3 is selected from the group inpnsisting of hydrido. methyl, 
trifluoromethyl, and difluoromethyl witftJthe provisos that (CHR3)jj-N(Ap)Qp 
has a lower Cahn-Ingold-Prelog stereocheriucal system ranking than Rj and a 

higher Cahn-Ingold-Prelog stereochemical system ranking than R^; 

Y is a covalent single bond; 
Z is a covalent single bond; 
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\ R^, Rg, Rc,, and Rj3 are independently selected from the group 

consisting of hydrido and fluoro; 

Ri is selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-fethylphenoxy, 2,3-dichlorophenoxy, 3,4-dichlorophenoxy, 3- 
difluoromethbxyphenoxy, 3,5-dimethylphenoxy, 3,4-dimethylphenoxy, 
B-ethyiphenoxV 3-ethyl-5-methylphenoxy, 4-fluoro-3-methylphenoxy, 
4-fluorophenoxyi 3-isopropylphenoxy, 3-methylphenoxy, 3- 
pentafluoroethylphenoxy, 3-tert -butylphenoxy, 3-(l, 1,2,2- 
tetrafluoroethoxy)pl4enoxy, 2-(5,6,7,8-tetrahydronaphthyloxy), 
3-trifluoromethoxybenzyloxy,3-trifluoromethoxyphenoxy, 
3-trifluoromethylbenzWoxy, and 3-trifluoromethylthiophenoxy; 

RjQ is selected frtom the group consisting of cyclopentyl, 1,1,2,2- 

tetrafluoroethoxy, 2-furyl,\Kl-bis-trifluoromethyl-I-hydroxymethyl, isobutyl, 
isopropoxy, pentafluoroeth^ trifluoromethoxy, trifluoromethyl, and 
trifluoromethylthio; jt\^ 

Rg and R^ j are inc^pendently selected from the group consisting of 
fluoro and hydrido; \ 

Ry and Rj2 are independentsly selected from the group consisting of 
hydrido and fluoro. \ 

15. The compound as recited in Claim iX or a pharmaceutically acceptable 
salt thereof, wherein; \ 

n is the integer 1; \ 
Rj is selected from the group consisting W trifluoromethyl, 
chlorodifluoromethyl, and pentafluoroethyl; \ 
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is hydrido; 
R^V hydrido; 

is Wdrido; 

Y is a co^alent single bond; 
Z is a covalent single bond; 

R4, Rg, Rg.Vnd Rj3 are independently selected from the group 

consisting of hydrido\and fluoro; 

Rg is selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy\2,3-dichlorophenoxy, 3,4-dichlorophenoxy, 3- 
difluoromethoxyphenoxy , Vs-dimethylphenoxy , 3,4-dimethylphenoxy , 

3- ethylphenoxy, 3-ethyl-5-methylphenoxy, 4-fluoro-3-methylphenoxy, 

4- fluorophenoxy, 3-isopropylMl^oxy, 3-methylphenoxy, 3- 
pentafluoroethylphenoxy , 3-tferry-butylphenoxy, 3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenoxy, 2-(5,ei,7,8-tetrahydronaphthyloxy), 
3-trifluoromethoxybenzyloxy,3-trifluoromethoxyphenoxy, 
3-trifluoromethylbenzyloxy, and 3-trifluoromethylthiophenoxy; 

RjQ is selected from the group insisting of 1,1,2,2-tetrafluoroethoxy, 
pentafluoroethyl, and trifluoromethyl; \ 

Rg and Rj^ are independently seledted from the group consisting of 
fluoro and hydrido; \ 

Ry and Rj2 are independently selected\from the group consisting of 
hydrido and fluoro. \ 

16. The compound as recited in Claim 6 or a pharmaceutically acceptable 
salt, wherein; \ 
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Us the integer 1 ; 
RjV is hydrido; 

iVhaloalkyl with the proviso that R, has a higher Cahn-Ingold- 

Prelog stereochemical system ranking than both Rj and (CHR3)^-N(Ap)Qp 
wherein Ap is Fdfmula (II-P) and Qp is Formula (III-P); 
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R^ is selected from the gr\)up consisting of hydrido, alkyl, haloalkyl, 
10 aryl, and haloalkoxy with the proviso that R^ has a lower Cahn-Ingold-Prelog 
system ranking than both Rj and (CHi^)jj-N(Ap)Qp; 

R^ is selected from the group consisting of hydrido, alkyl, and 
haloalkyl with the provisos that (CHR3)^-MAp)Qp has a lower Cahn-Ingold- 
Prelog stereochemical system ranking than R Aand a higher Cahn-Ingold- 

15 Prelog stereochemical system ranking than R^; 
Y is oxy; 

Z is a covalent single bond; 
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r\, Rg, R9, and R^3 are independently selected from the group 

consisting of hydrido and halo; 

R5, r\, R7, R^Q, Rj J, and R^^ independently selected from the 

group consisting of hydrido, alkyl, halo, haloalkyl, haloalkoxy, aryl, 
alkylthio, arylaiAino, arylthio, aroyl, arylsulfonyl, aryloxy, aralkoxy. 
heteroaryloxy, alkbxy, aralkyl, cycloalkoxy, cycloalkylalkoxy, 
cycloalkylalkanoylWteroaryl, cycloalkyl, haloalkylthio, hydroxyhaloalkyl, 
heteroaralkoxy, heteltocyclyloxy, aralkylaryl, heteroaryloxyalkyl, 
heteroarylthio, and hetieroarylsulfonyl. 

17. The compound as rec\ted in Claim 16 or a pharmaceutically acceptable 
salt thereof, wherein; 



n is the integer 1 ; 

Rj is selected from the b"oup consisting of trifluoromethyl, 
chlorodifluoromethyl, and pentaflVoroethyl with the proviso that Rj has a 
higher Cahn-Ingold-Prelog stereochWcal system ranking than both R2 and 
(CHR3)„-N(Ap)Qp wherein Ap is Forrtiula (II-P) and Qp is Formula (III-P); 
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rL is hydrido; 



IS selected from the group consisting of hydrido and phenyl with 
the proviso that R2 has a lower Cahn-Ingold-Prelog system ranking than both 
Rj and (CHR3\-N(Ap)Qp; 

R3 is seleOied from the group consisting of hydrido, methyl, 
trifluoromethyl, anAdifluoromethyl with the provisos that (CHR3)^-N(Ap)Qp 
has a lower Cahn-Ing)^ld-Prelog stereochemical system ranking than Rj and a 

higher Cahn-Ingold-Prelog stereochemical system ranking than R^; 

Y is oxy; W/ 

Z is a covalent single ^ond; 

R^, Rg, R^, and Ve independently selected from the group 

consisting of hydrido and fluolro; 

Rg is selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy, 2,3-dicWorophenoxy, 3.4-dichlorophenoxy, 3- 
difluoromethoxyphenoxy. 3,5-dimWylphenoxy, 3,4-dimethylphenoxy, 

3- ethylphenoxy. 3-ethyl-5-methylpWwioxy, 4-fluoro-3-methylphenoxy, 

4- fluorophenoxy, 3-isopropylphenoxyy3-methylphenoxy, 3- 
pentafluoroethylphenoxy. 3-tert -butylphenoxy, 3-(l,l,2,2- 
tetrafluoroethoxy)phenoxy, 2-(5,6,7,8-tetiahydronaphthyloxy), 
3-trifluoromethoxybenzyloxy,3-trifluoromWioxyphenoxy, 
3-trifluoromethylbenzyloxy. and 3-trifluorortiethylthiophenoxy; 

R^Q is selected from the group consistink of cyclopentyl, 1,1,2,2- 

tetrafluoroethoxy, 2-furyl, l,l-bis-trifluoromethyl\l-hydroxymethyI. isobutyl. 
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isbpropoxy, pentafluoroethyl, trifluoromethoxy, trifluoromethyl, and 
trif^uoromethylthio; 

and Rj j are independently selected from the group consisting of 
fluoro and hydrido; 

R\and R12 independently selected from the group consisting of 
hydrido and^uoro. 

18. The compoiAd as recited in Claim 17 or a pharmaceutically acceptable 
salt thereof, wherein; 



n is the integeX 1 ; 

Rj is selected from the group consisting of trifluoromethyl, 
chlorodifluoromethyl, and)jj^ntafluoroethyl; 
Rj^ is hydrido; 

R^ is hydrido; 

Rj is hydrido; 

Y is oxy; 

Z is a covalent single bond; 

R4, Rg, R9, and Rj3 are independ^tly selected from the group 

consisting of hydrido and fluoro; 

R^ is selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy, 2,3-dichlorophenoxy, 3L4-dichlorophenoxy, 3- 
difluoromethoxyphenoxy, 3,5-dimethylphenoxy, 3\4-dimethylphenoxy, 
3-ethylphenoxy, 3-ethyl-5-methylphenoxy, 4-fluoro^-methylphenoxy, 
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4\fluorophenoxy, 3-isopropylphenoxy, 3-methylphenoxy, 3- 
peAtafluoroethylphenoxy, 3-tert -butylphenoxy, 3-(l,1.2,2- 
tetraHuoroethoxy)phenoxy, 2-(5,6,7.8-tetrahydronaphthyloxy), 
3-trifl\ioromethoxybenzyloxy,3-trifluoromethoxyphenoxy, 
5 3-trifluou-omethylbenzyloxy, and 3-trifluoromethylthiophenoxy; 

rV is selected from the group consisting of 1,1,2,2-tetrafluoroethoxy, 
pentafluoroMhyl, and trifluoromethyl; 

Rg andRj J are independently selected from the group consisting of 
fluoro and hydriao; 

10 R^ and R^are independently selected from the group consisting of 

hydrido and fluoro. \ 

19. The compound as rfifcftpa in Claim 6 or a pharmaceutically acceptable 
15 salt, wherein; / \ 



2 0 Prelog stereochemical system ranking \han both and (CHR3)j^-N( Ap)Qp 
wherein Ap is Formula (II-P) and Qp is IPormula (III-P); 



n is the integer 1 ; 



R., is hydrido; 



R, is haloalkyl with the proviso that R^ has a higher Cahn-Ingold- 
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is selected nrom the group consisting of hydrido, alkyl, haloalkyl, 
aryl, and haloalkoxy witt the proviso that R2 has a lower Cahn-Ingold-Prelog 
system ranking than both R ^ and (CHR3)j^-N(Ap)Qp; 

R3 is selected from tl^^roup consisting of hydrido, alkyl, and 
haloalkyl with the provisos jhajt (CHR3)j^-N(Ap)Qp has a lower Cahn-Ingold- 
Prelog stereochemical system ranking than R^ and a higher Cahn-Ingold- 

Prelog stereochemical system ranking than R2; 

Y is methylene; 
Z is a covalent single bond; 

R4, Rg, R9, and R^^ are independently selected from the group 

consisting of hydrido and halo; 

R^, R^, Ry, RjQ, Rj p and R^^ are independently selected from the 

group consisting of hydrido, alkyl, halo, haloalkyl, haloalkoxy, aryl, 
alkylthio, arylamino, arylthio, aroyl, arylsulfonyl, aryloxy, aralkoxy, 
heteroaryloxy, alkoxy, aralkyl, cycloalkoxy, cyclpalkylalkoxy, 
cycloalkylalkanoyl, heteroaryl. cycioalkyl. haloalkylthio, hydroxyhaloalkyl. 
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heteAaralkoxy, heterocyclyloxy, aralkylaryl, heteroaryloxyalkyl. 
heteroirylthio, and heteroarylsulfonyl. 

20. The 6pmpound as recited in Claim 19 or a pharmaceutically acceptable 
salt thereoV, wherein; 

nis thP integer 1; 

Rj is selected from the group consisting of trifluoromethyl, 
chlorodifluoromethyl, and pentafluoroethyl with the proviso that R, has a 
higher Cahn-IngoldYrelog stereochemical system ranking than both R2 and 
(CHR3)^-N(Ap)Qp wH^rgin Ap is Formula (H-P) and Qp is Formula (III-P); 

Rio 




Rjg is hydrido; 

R2 is selected from the group cons'isting of hydrido and phenyl with 
the proviso that R2 has a lower Cahn-Ingold Wlog system ranking than both 
Rj and (CHR3)„-N(Ap)Qp; 
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is selected from the group consisting of hydrido, methyl. 



trifluorom^thyl, and difluoromethyl with the provisos that (CHR3)j^-N(Ap)Qp 
has a lower Gahn-Ingold-Prelog stereochemical system ranking than Rj and a 

higher Cahn-InVold-Prelog stereochemical system ranking than R^; 

Y is methVlene; 

Z is a covaient single bond; 

R^, Rg, Rg, arid Rj3 are independently selected from the group 

consisting of hydrido arid fluoro; 

R^ is selected fromsthe group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy, 2,3JliChlorophenoxy, 3,4-dichlorophenoxy, 3- 
difluoromethoxyphenoxy, 3,5|kiiethylphenoxy, 3,4-dimethylphenoxy, 

3- ethylphenoxy, 3-ethyl-5-md(h> Iphenoxy, 4-fluoro-3-methylphenoxy, 

4- fluorophenoxy, 3-isopropylphenWy, 3-methylphenoxy, 3- 
pentafluoroethylphenoxy , 3-tert -butVlphenoxy, 3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenoxy, 2-(5,6,7,8Vetrahydronaphthyloxy), 
3-trifluoromethoxybenzyloxy,3-trifluorWethoxyphenoxy, 
3-trifluoromethylben2yloxy, and 3-trifluotomethylthiophenoxy; 

RjQ is selected from the group consisting of cyclopentyl, 1,1.2,2- 

tetrafluoroethoxy, 2-furyl, 1,1-bis-trifluoromethyl-l-hydroxymethyl, isobutyl. 
isopropoxy, pentafluoroethyl. trifluoromethoxy)s^fluoromethyl. and 
trifluoromethylthio; 

Rg and Rj j are independently selected fromW group consisting of 
fluoro and hydrido; 

Ry and Rjj are independently selected from the ^oup consisting of 
hydrido and fluoro. 
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^compound as recited in Claim 2 having the formula: 

T 



□ 

m 



□ 



5 or a pharmaceutically acpe^ble salt thereof, wherein; 

Dj, Jj, J2 aijB Kj\are each carbon with the proviso that at least one 

of D3, D4, J3, J4 and K2 is seleitted from the group consisting of O. S, and N, 

wherein D3, D^, J3, and arAindependently selected from the group 
consisting of C, N, O, S and covalW bond with the provisos that no more 
1 0 than one of D3, D^, J3, J4 and K2 is a^ovalent bond, no more than one of D3, 

D4, J3, J4 and is O, no more than onfe of D3, D^, J3, and is S, one of 

D3, J3, J4 and must be a covalent e\pnd when two of D3, D^, J3, and 

are O and S, and no more than four of d\ D^, J3, and are N; 

Dj, Jj. J2 and Kj are independendyXselected from the group 

15 consisting of C, O, S, N and covalent bond with thfe provisos that D3, D^, J3, 
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A and are each carbon and at least one of D j , D^, J j , J2 and is selected 

frorii the group consisting of O, S, and N wherein, when Jp J2 and Kj 

are selected from the group consisting of C, O, S, covalent bond, and N, no 
more throne of Dj. Jp J2 and Kj is a covalent bond, no more than one 

of Dj, D2, A, J2 and Kj is O, no more than one of Dj, D2, Jj, J2 and Kj is S, 

one of D J, D^^^, ^1 "^"^^ ^® ^ covalent bond when two of Dj, Jj, 

J2 and Kj are O abd S, and no more than four of Dp D2. Jp and Kj are N; 

n is an integW selected from 1 and 2; 
X is oxy; \ 

Rjg is selected frorfi the group consisting of hydrido and a spacer 

selected from the group c^Bisting of a covalent single bond and a linear 
spacer moiety having a chfai^ength of 1 to 4 atoms linked to the point of 

bonding of any aromatic substinient selected from the group consisting of R^, 

Rg, R^, and Rj3 to form a heterocyclyl ring having from 5 through 10 
contiguous members; \ 

Rj is selected from the group consisting of haloalkyl and 

haloalkoxymethyl with the proviso that R Vas a higher Cahn-Ingold-Prelog 

stereochemical system ranking than both R2 aod (CHR3)j^-N(A)Q wherein A 
is Formula (11) and Q is Formula (III); \ 
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(III) 



R2 is selected Yrom the group consisting of hydrido, aryl, alky I, 
alkenyl, haloalkyl, halokkoxy, haloalkoxyalkyl, perhaloaryl, perhaloaralkyl, 
perhaloaryloxyalkyl, and hfeteroaryl with the proviso that R2 has a lower 

. Cahn-Ingold-Prelog system racking than both Rj and (CHR3)^-N(Ap)Qp; 

\ Ia 

R3 is selected from the grbi consisting of hydrido, aryl, alkyl, 

alkenyl, haloalkyl, and haloalkoxy ukyl with the provisos that (CHRj)^^- 
N(Ap)Qp has a lower Cahn-Ingold-Prelog stereochemical system ranking 
than Rj and a higher Cahn-Ingold-Prelogy^tereochemical system ranking than 



10 R^; 



Y is selected from the group consistingspf a covalent single bond, 



(CB^)^ wherein q is an integer selected from 1 arid 2, and (CH2)j-0-(CH2)j^ 

wherein j and k are integers independently selected ^om 0 and 1 ; 

Z is selected from the group consisting of covalent single bond, 

15 (CH^)^ wherein q is an integer selected from 1 and 2, an(4 (CH^YO-CCH^)!^ 

wherein j and k are integers independently selected from 0 jmd 1; 

R4, Rg. R9. and R^^ are independently selected from Ae group 

consisting of hydrido, halo, haloalkyl, and alkyl ; 
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R^, R^, R^, RjQ, Rj J, and R^^ are independently selected from the 

groupVonsisting of hydrido, carboxy, heteroaralkylthio, heteroaralkoxy, 
cycloalRvlamino, acylalkyl, acylalkoxy, aroylalkoxy, heterocyclyloxy, 
araikylaryl, aralkyl, aralkenyl, aralkynyl, heterocyclyl, perhaloaralkyi, 
aralkylsulfOnyl, aralkylsulfonylalkyl, aralkylsulfinyl, aralkylsulfinylalkyl, 
halocycloalkVl, halocycloalkenyl, cycloalkylsulfinyl, cycloalkylsulfinylalkyl, 
cycloalkylsulfqnyl, cycloalkylsulfonylalkyl, heteroarylamino, N- 
heteroai'ylaniino\N-alkylamino, heteroarylaminoalkyl,haloalkylthio, 
alkanoyloxy, alkoVy, alkoxyalkyl, haloalkoxylalkyl, heteroaralkoxy, 
cycloalkoxy, cycloalkenyloxy, cycloalkoxyalkyl, cycloalkylalkoxy, 
cycloalkenyloxyalkyl\cycloalkylenedioxy, halocycloalkoxy, 
halocycloalkoxyalkyl, Halocycloalkenyloxy, halocycloalkenyloxyalkyl, 
hydroxy, amino, thio, nitr^, lower alkylamino, alkylthio, alkylthioalkyl, 



arylamino, aralkylamino, 
alkylsulfinyl, alkylsulfinyjl 
heteroarylsulfinylalkyl, h 
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Ifliio, arylthioalkyl, heteroaralkoxyalkyl, 
1, arylsulfinylalkyl, arylsulfonylalkyl, 
lerc^iyrylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, haloalkylsulfkiylalkyl, haloalkylsulfonylalkyl, 
alkylsulfonamido, alkylaminosulfonyl, amidosulfonyl, monoalkyl 
amidosulfonyl, dialkyi amidosulfonyl, monoarylamidosulfonyl, 
arylsulfonamido, diarylamidosulfonyl\monoalkyl monoaryl amidosulfonyl, 
arylsulfmyl, arylsulfonyl, heteroarylthio\heteroarylsulfmyl, 
heteroarylsulfonyl, heterocyclylsulfonyl, Kfeterocyclylthio, alkanoyl, alkenoyl, 
aroyl, heteroaroyl, aralkanoyl, heteroaralkartoyl, haloalkanoyl, alkyl, alkenyl, 
alkynyl, alkenyloxy, alkenyloxyalky, alkylenddioxy, haloalkylenedioxy, 
cycloalkyl, cycloalkylalkanoyl, cycloalkenyl, \ovf&r cycloalkylalkyl, lower 
cycloalkenylalkyl, halo, haloalkyl. haloalkenyl, haioalkoxy, 
hydroxyhaloalkyl. hydroxyaralkyl, hydroxyalkyl, hydoxyheteroaralkyl. 
haloalkoxyalkyl, aryl, heteroaralkynyl, aryloxy, aralkoXv, aryloxyalkyl, 
saturated heterocyclyl, partially saturated heterocyclyl, hWroaryl, 
heteroaryloxy, heteroaryloxy alkyl. heteroaralkyl, arylalkenVl, 



heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido, 
alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxy alky 1, 
carboalkoxy alkenyl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano, 
carbolmloalkoxy, phosphono, phosphonoalkyl. diaralkoxyphosphono, and 
diaralkoxy phosphonoalky 1 ; 

R^Wd R3, R5 and R^, R^ and R^, R^ and Rg, R^ and Rjq, R^q and 

Rj J, Rj J andRj2, and Rj2 and Rjj are independently selected to form spacer 

pairs wherein a spacer pair is taken together to form a linear moiety having 
from 3 through d contiguous atoms connecting the points of bonding of said 
spacer pair membeirs to form a ring selected from the group consisting of a 
cycloalkenyl ring haying 5 through 8 contiguous members, a partially 
samrated heterocyclyVring having 5 through 8 contiguous members, a 
heteroaryl ring having 5^thr;^ugh 6 contiguous members, and an aryl with the 



provisos that no more 



one of the group consisting of spacer pairs R^ and 



R^, R^ and R^, R^ and F L aiwi and Rg, is used at the same time and that 
no more than one of the group consisting of spacer pairs Rg and Rjq, Rjq and 
Rjp Rjj and Rj2, and Rj2 and rX is used at the same time. 

22. The compound as recited in Claini>^l or a pharmaceutically acceptable 
salt thereof, wherein; 



Dj, D^, Jp J2 and Kj are each carboil with the proviso that at least one 

of D3, D4, J3, J4 and K2 is selected from the grCup consisting of O, S, and N, 

wherein D3, D^, J3, and K2 are independenUy selected from the group 
consisting of C, N, O, S and covalent bond with the provisos that no more 



360 

\ 

than one of D3, D^, J3, and is a covalent bond, no more than one of D3, 

D4, \, J4 and is O, no more than one of D3, D4, J3, and is S, one of 

D3, D4,V, J4 and must be a covalent bond when two of D3, D^, J3, and 

are O and S, and no more than four of D3, D^, J3, and are N; 

Dj, dXJj, J2 and Kj are independendy selected from the group 

consisting of C, OL S, N and covalent bond with the provisos that D3, D^, J3, 

J4 and K2 are each c^bon and at least one of Dj, D^, Jp J2 and Kj is selected 

from the group consistilig of O, S, and N wherein, when D^, Jj, J2 ^1 
are selected from the grouto consisting of C, O, S, covalent bond, and N, no 
more than one of D^, Jp> 

lore than one of Dj , D2, Jj. J2 Kj is S, 
one of Dj, Dj, Jj, Jj and Kj musVW a covalent bond when two of Dj, Dj, Jj, 

J2 and Kj are O and S, and no more tkan four of Dj, Dj, Jp J2 ^md Kj are N; 

n is the integer 1; 
X is oxy; 

is taken together with R4, Rg, ^ or Rj3 to form a spacer selected 
from the group consisting of a covalent single \^ond, CHj, CHCCHj), CFj, 
C(0). C(S), and SO^l 

Rj is selected from the group consisting of tMuoromethyl, 1,1,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxy methyl, difltioromethyl, 
chlorodifluoromethyl, and pentafluoroethyl with the proviso that Rj has a 



of Dj. D2, Jj, Jj and Kj is O, 



2 and Ki is a covalent bond, no more than one 
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hikher Cahn-Ingold-Prelog stereochemical system ranking than both and 
(CHH«)^-N(A)Q wherein A is Formula (H) and Q is Formula (HI); 



Rii 




R2 is selectedyfrom the group consisting of hydrido, phenyl, 

4-trifluoromethylphenw, vinyl, 1,1,2,2-tetrafluoroethoxy methyl, 
trifluoromethoxymethylA^uoropethyl, and 2,2,3,3, 3-pentafluoropropyl 



with the proviso that 



I lower Cahn-Ingold-Prelog system ranking than 



both Rj and iCHR^\-NiA)i 

R3 is selected from the Woup consisting of hydrido, methyl, ethyl, 

1 0 vinyl, phenyl, 4-trifluoromethy l^enyl, , trifluoromethyl, 

trifluoromethoxymethyl, difluoromethyl, chlorodifluoromethyl, and 

pentafluoroethyl with the provisos that (CHR3)jj-N(A)Q has a lower Cahn- 
Ligold-Prelog stereochemical system fanking than Rj and a higher Cahn- 
Ingold-Prelog stereochemical system ranking than R^; 

15 Y is selected from the group consis^ng of covalent single bond, oxy, 

methyleneoxy, methylene, and ethylene; 

Z is selected from the group consisting of covalent single bond, oxy, 
methyleneoxy, methylene, and ethylene; 
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R^, Rg. R9, and Rj3 are independently selected from the group 

consisting of hydrido and fluoro; 

R^ 2bd RjQ are independently selected from the group consisting of 4- 

aminophenox\ benzoyl, benzyl, benzyloxy, 5-bromo-2-fluorophenoxy, 
4-bromo-3-fluort)phenoxy, 4-bromo-2-nitrophenoxy, 3-bromobenzyloxy, 
4-bromobenzylox\ 4-bromophenoxy , 5-bromopyrid-2-yloxy, 
4-butoxyphenoxy, chloro, 3-chlorobenzyl, 2-chlorophenoxy, 
4-chlorophenoxy, 4-chk>ro-3-ethylphenoxy, 3-chloro-4-fluorobenzyl, 

3- chloro-4-fluorophenyl)v3-chloro-2-fluorobenzyloxy, 3-chlorobenzyloxy, 

4- chlorobenzyloxy, 4-chloro-3-methylphenoxy, 2-chloro-4-fluorophenoxy, 
4-chloro-2-fluorophenoxy, 4^chlorophenoxy, 3-chloro-4-ethylphenoxy, 

3- chloro-4-methylphenoxy, 3-Chloro-4-fluorophenoxy, 

4- chloro-3-fluorophenoxy, 4-chl 
2-cyanopyrid-3-yloxy, 4-cyanopl 
cyclohexoxy, cyclohexylmetho: 
cyclopentylcarbonyl, cyclopro 



len 



ylamino, 5-chloropyrid-3-yloxy, 
yclobutoxy, cyclobutyl, 
lopentoxy, cyclopentyl, 
ipropylmethoxy, cyclopropoxy. 



1, cycl 

2.3- dichlorophenoxy, 2,4-dichlorophenoXy, 2,4-dichlorophenyl, 
3,5-dichlorophenyl, 3,5-dichlorobenzyl, 3,4rdichlorophenoxy, 

3.4- difluorophenoxy, 2,3-difluorobenzyloxy>2,4-difluorobenzyloxy, 
3,4-difluorobenzyloxy, 2,5-difluorobenzyloxyN3,5-difluorophenoxy, 

3.4- difluorophenyl, 3,5-difluorobenzyloxy, 4-ditkioroniethoxybenzyloxy, 

2.3- difluorophenoxy, 2,4-difluorophenoxy, 2,5-dinuorophenoxy, 

3.5- dimethoxyphenoxy, 3-dimethylaininophenoxy, A5-dimethylphenoxy, 

3.4- dimethylphenoxy, 3,4-dimethylbenzyl, 3,4-dimethVlbenzyloxy, 

3.5- dimethylbenzyloxy, 2,2-diniethylpropoxy, 1 ,3-dioxan-2-yl, 
l,4-dioxan-2-yl, l,3-dioxolan-2-yl, ethoxy, 4-ethoxyphenW, 
4-ethylbenzyloxy, 3-ethylphenoxy, 4-ethylaminophenoxy, 

3- ethyl-5-methylphenoxy, fluoro, 4-fluoro-3-methylbenzyl, 

4- fluoro-3-methylphenyl. 4-fluoro-3-methylbenzoyl, 4-fluorobeii^loxy, 
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2vfluoro-3-methylphenoxy, 3-fluoro-4-methylphenoxy, 3-fluorophenoxy, 
3-ikioro-2-nitrophenoxy, 2-fluoro-3-trifluoromethyibenzyloxy, 

3- fliil9ro-5-trifluoromethylbenzyloxy, 4-fluoro-2-trifluoroniethylbenzyloxy, 

4- fluorb-3-trifluoroniethylbenzyloxy, 2-fluorophenoxy, 4-fluorophenoxy, 
5 2-fluoro-!3-trifluoromethylphenoxy, 2-fluorobenzyloxy, 

4-fluorophenylamino, 2-fluoro-4-trifluoromethylphenoxy, 
4-fluoropyrid^-yloxy, 2-furyl, 3-furyl, heptafluoropropyl, 
1,1,1 ,3,3,3-hex^uoropropyl, 2-hydroxy-3,3,3-trifluoropropoxy, 
3-iodobenzyloxy, isobutyl, isobutylamino, isobutoxy, 3-isoxazolyl, 
10 4-isoxazolyl, 5-isox^olyl, isopropoxy, isopropyl, 4-isopropylbenzyloxy, 

3- isopropylphenoxy, 4^sopropylphenoxy, isopropylthio, 

4- isopropyl-3-methylpheKoxy, 3-isothiazolyl, 4-isothiazolyl, 

5- isothiazoIyl, 3-methoxybenzyl, 4-methoxycarbonylbutoxy, 

3- methoxycarbonylprop-2-^nyk>xy, 4-methoxyphenyl, 

15 3-methoxyphenylamino, 4-methW^henylaiiiino, 3-methylbenzyloxy, 

4- methylbenzyloxy, 3-methyiphei*A^ 
4-methylphenoxy , 1 -methy lpropoXy^-methylpyrid-5-yloxy , 
4-methylthiophenoxy, 2-naphthyloxy, 2rnitrophenoxy, 4-nitrophenoxy, 

3- nitrophenyl, 4-nitrophenylthio, 2-oxazolyl, 4-oxazolyl, 5-oxazolyi. 

2 0 pentafluoroethyl, pentafluoroethylthio, 2,2,3\3,3-pentafluoropropyl, 

1,1,3,3,3-pentafluoropropyl, 1,1,2,2,3-pentaflUoropropyl, phenoxy, 
phenylamino, 1-phenylethoxy, phenylsiilfonyl, 4spropanoylphenoxy, 
propoxy, 4-propylphenoxy, 4-propoxyphenoxy, thrtw)hen-3-yl, sec-butyU 

4- jec-butylphenoxy,ferf -butoxy, 3-tert -butylpheno?^ 4-tert -butylphenoxy, 
25 1,1 ,2,2-tetrafluoroethoxy , tetrahydrofuran-2-yl, \ 

2- (5,6,7,8-tetrahydronaphthyloxy), thiazol-2-yl. thiazoM-W, thiazol-5-yl, 
thiophen-2-yl, 2,3,5-trifluorobenzyloxy, 2,2,2-trifluoroetho30^ 
2,2,2-trifluoroethyl, 3,3,3-trifluoro-2-hydroxypropyl, trifluoroiiiethoxy, 

3- trifluoromethoxybenzyloxy, 4-trifluoromethoxybenzyloxy, \ 

3 0 3-trifluoromethoxyphenoxy , 4-trifluoromethoxyphenoxy, trifluoromethyl. 
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3- trifluoromethylbenzyloxy, 4-trifluoromethylbenzyloxy, 
2,4-bis-trifluoromethylbenzy loxy , 1 , 1 -bis-trifluoromethy 1- 1 -hydroxy methyl, 
5-trifluoroniethylbenzyl, 3,5-bis-trifluoromethylbenzyloxy, 
4Vifluoromethylphenoxy, 3-trifluoromethylphenoxy, 

5 3-tnfluoromethylphenyl, 3-trifluoromethylthiobenzyloxy, 

4- trifluoromethylthiobenzyloxy, 2,3,4-trifluorophenoxy, 
2,3,4-tnfluorophenyl, 2,3,5-trifluorophenoxy, 3,4,5-trimethylphenoxy, 
3-difluor(9methoxyphenoxy, 3-pentafluoroethylphenoxy, 
3-(l,l,2,2-tetrafluoroethoxy)phenoxy, 3-trifluoromethylthiophenoxy, and 

10 trifluorometlWlthio; 



R^and^jj 



are independently selected from the group consisting of 

chloro, fluoro, hy)irido, difluoromethoxy, trifluoromethyl, trifluoromethoxy, 
pentafluoroethyl, and 1,1,2,2-tetrafluoroethoxy; 

and are^dependently selected from the group consisting of 

15 hydrido, fluoro, and trifluVoiflethyl. 



23. The compound as recited in isjaim 21 or a pharmaceutically acceptable 
salt thereof, wherein: 

20 Dj, Dj, Jj, and Kj are eachVarbon with the proviso that at least one 

of D3, D4, J3, J4 and is selected from the group consisting of O, S, and N, 

wherein D3, D^, J3, and are independently selected from the group 
consisting of C, N, O, S and covalent bond with the provisos that no more 
than one of D3, D^, J3, and is a covalent bokd, no more than one of D3, 

2 5 D^, J3, J4 and is O, no more than one of D3, D^, k, and is S, one of 
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^4 and must be a covalent bond when two of D^, D^, J3, and 

K^We O and S, and no more than four of D3, D^, J3, and are N; 

Dp J|, J2 and Kj are selected from the group consisting of C, O, 

S, N andvcovalent bond with the provisos that D3, D^, J3, and are each 

carbon ancKat least one of D^, D^, Jj, J2 and Kj is selected from the group 

consisting of O, S, and N wherein, when Dj, D^, Jj. J2 and Kj are selected 
from the group consisting of C, O, S, covalent bond, and N, no more than one 
of Dj, Jp J2 and Kj is a covalent bond, no more than one of Dj, Jj, J2 

and is O, no more man one of Dj, Jj, J2 and Kj is S, one of Dj, D2, 

Jj, J2 and Kj must be a d^p^t bond when two of Dj, D2, J,, J2 and Kj are 

O and S, and no more tpan^ur of Dj, D2, Jj. J2 and Kj are N; 

n is an integer selecteosfrom 1 and 2; 
X is oxy; 

R J is selected from the gro^p consisting of haloalkyl and 

haloalkoxymethyl with the proviso thkt Rj has a higher Cahn-Ingold-Prelog 

stereochemical system ranking than bothM^ and (CHR3)j^-N(A)Q wherein A 
is Formula (II) and Q is Formula (HI); 
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Rj^ rs hydrido; 

R^ is sedected from the group consisting of hydrido, aryl, alkyl, 

alkenyl, haloalkyL and haloalkoxyalkyl with the proviso that R2 has a lower 

Cahn-Ingold-Prelog\system ranking than both Rj and (CHR3)j^-N{A)Q; 

R^ is selected ttom the group consisting of hydrido, aryl, alkyl, 

alkenyl, haloalkyl, and [h^^koxy alkyl with the provisos that (CHR3)^- 

N(A)Q has a lower Cal||l-Iiflgold-Prelog stereochemical system ranking than 

Rj and a higher Cahn-Ingold-'trelog stereochemical system ranking than R2; 

Y is selected from the gr\up consisting of a covalent single bond, oxy 
andCl-C2 alkylene; 

Z is a covalent single bond; 

R4, Rg, R9, and Rj3 are indep^dently selected from the group 

consisting of hydrido and halo; 

R4. R5, Rg. Ry, RjQ, Rjj, and Rj2 independently selected from the 

group consisting of hydrido, alkyl, halo, haloMkyl, haloalkoxy, aryl, 
alkylthio, arylamino, arylthio, aroyl, arylsulfonVl, aryloxy, aralkoxy, 
heteroaryloxy, alkoxy, aralkyl, cycloalkoxy, cyclWkylalkoxy, 
cycloalkylalkanoyl, heteroaryl, cycloalkyl, haloal^dthio, hydroxyhaloalkyl. 
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leteroaralkoxy, heterocyclyloxy, aralkylaryl, heteroaryloxyalkyl, 
heteroarylthio, and heteroarylsulfonyl. 



24. Thescompound as recited in Claim 23 and pharmaceutically acceptable 
salts, whCTein; 



nis trite integer 1; 
X is OX5 

is selectedVrom the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluoroethoxymethyk trifluoromethoxymethyl, difluoromethyl, 
chlorodifluoromethyl, and\p^f(t^^^ with the proviso that has a 

higher Cahn-Ingold-Prelteg stejeochemical system ranking than both R2 and 



(CHR3)^-N(A)Q wherein A is Formula (H) and Q is Formula (UI); 

r 

Ki 




R^ is selected from the group consisting of Iwdrido, methyl, ethyl, 

propyl, butyl, vinyl, phenyl, 4-trifluoromethylphenyl, Xl ,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxymethyl, difluortoiethyl, and 
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2,2\3,3,3-pentafluoropropyl with the proviso that has a lower Cahn- 
IngoldrPrelog system ranking than both R, and (CHR3)j^-N(A)Q; 

FU. is selected from the group consisting of hydrido, phenyl, 

4-trifluoroinfethylphenyl, methyl, ethyl, vinyl, trifluoromethyl, 
trifluoromethOTymethyl, difluoromethyl, chlorodifluoromethyl, and 

pentafiuoroethylVth the provisos that (CHR3)^-N(A)Q has a lower Cahn- 
Ingold-Prelog stereochemical system ranking than Rj and a higher Cahn- 

Ingold-Prelog stereochemical system ranking than Rj; 

Y is selected from the. group consisting of a single covalent bond, 
methylene, ethylene, and oxy; 

Z is covalent single bori|a\ / 

R4, Rg, R^, and R^^ arjfc indl^ndently selected from the group 

consisting of hydrido and fluoro; \ 

R^ and R^q are independently selefcted from the group consisting of 

aminophenoxy, benzoyl, benzyl, benzyloxy,^-bromo-2-fluorophenoxy, 
4-bromo-3-fluorophenoxy, 4-bromo-2-nitrophejioxy, 3-bromobenzyloxy, 
4-bromobenzyloxy, 4-bromophenoxy, 5-bromopyrid-2-yloxy, 
4-butoxyphenoxy, chloro, 3-chlorobenzyl, 2-chlorC^henoxy, 
4-chlorophenoxy, 4-chloro-3-ethylphenoxy, 3-chloro\4-fluorobenzyl, 

3- chloro-4-fluorophenyl, 3-chloro-2-fluorobenzyloxy,Vchlorobenzyloxy, 

4- chlorobenzyloxy, 4-chloro-3-methylphenoxy, 2-chlorcm-fluorophenoxy, 
4-chloro-2-fluorophenoxy, 4-chlorophenoxy, 3-chloro-4-et^ylphenoxy, 

3- chloro-4-methylphenoxy, 3-chloro-4-fluorophenoxy, \ 

4- chloro-3-fluorophenoxy, 4-chlorophenylamino, 5-chloropyridr3-yloxy, 



369 



m 



2-cyanopyrid-3-yloxy, 4-cyanophenoxy, cyciobutoxy, cyclobutyl, 
cyclohexoxy, cyclohexylmethoxy, cyclopentoxy, cyclopentyl, 
Scyclopentylcarbonyl, cyclopropyl, cyclopropylmethoxy, cyclopropoxy, 
2i3-dichlorophenoxy, 2,4-dichlorophenoxy, 2,4-dichlorophenyl, 
5 3,5yichlorophenyl, 3,5-dichlorobenzyl, 3,4-dichlorophenoxy, 

3,4-dkluorophenoxy, 2,3-difluorobenzyloxy, 2,4-difluorobenzyloxy, 
3,4-diflW)robenzyloxy, 2,5-difluorobenzyloxy, 3,5-difluorophenoxy, 
3,4-difludrophenyl, 3,5-difluorobenzyloxy, 4-difluoromethoxybenzyloxy, 

2.3- difluor^henoxy, 2,4-difluorophenoxy, 2,5-difluorophenoxy, 

10 3,5-dimethox3mhenoxy, 3-dimethylaminophenoxy, 3,5-dimethylphenoxy, 

3.4- dimethylphenoxy, 3,4-dimethylbenzyl, 3,4-dimethylbenzyloxy, 

3.5- dimethylben^oxy. 2,2-dimethylpropoxy, l,3-dioxan-2-yl, 
l,4-dioxan-2-yl, l,3\dioxolan-2-yl, ethoxy, 4-ethoxyphenoxy, 
4-ethylbenzyloxy, 3-e^ylphenoxy, 4-ethylaininophenoxy, 

1 5 3-ethyl-5-methylphenoxw^ 4-fluoro-3-methylbenzyl, 

4-fluoro-3-methylphenyP4-kuoro-3-methylbenzoyl, 4-fluorobenzyloxy, 

2- fluoro-3-methylpheim5c)%)3-flu^^^ 3-fluorophenoxy, 

3- fluoro-2-nitropheno;ry, 2-fluoro-3-trifluoromethylbenzyloxy, 

3- fluoro-5-trifluoromethylbenzyloxy, 4-fluoro-2-trifluoromethylbenzyloxy, 
2 0 4-fluoro-3-trifluoromethylbenzyl^y , 2-fluorophenoxy , 4-fluorophenoxy, 

2- fluoro-3-trifluoromethyiphenoxy,N2-fluorobenzyloxy, 

4- fluorophenylamino, 2-fluoro-4-trifluoromethylphenoxy, 
4-fluoropyrid-2-yloxy, 2-furyl, 3-furyl, Heptafluoropropyl, 

1 , 1 . 1 ,3,3 ,3-hexafluoropropyl, 2-hydroxy-3y3,3-trifluoropropoxy , 

2 5 3-iodobenzyloxy , isobutyl, isobutylamino, isobutoxy . 3-isoxazolyl, 

4-isoxazolyl, 5-isoxazolyl. isopropoxy, isoproWl, 4-isopropylbeiizyloxy, 

3- isopropylphenoxy, 4-isopropylphenoxy, isopr<M)ylthio, 

4- isopropyl-3-methylphenoxy, 3-isothiazolyl, 4-is\)thiazolyl, 

5- isothiazolyl, 3-methoxybenzyl, 4-methoxycarbonylbutoxy, 

3 0 3-methoxycarbonylprop-2-enyloxy, 4-methoxyphenyl\ 
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3- methoxyphenylamino, 4-methoxyphenylamino, 3-methylbenzyloxy, 

4- methylbenzyloxy, 3-methylphenoxy, 3-methyl-4-methylthiophenoxy, 
4-methylphenoxy, 1-methylpropoxy, 2-inethylpyrid-5-yloxy, 
^4-methylthiophenoxy, 2-naphthyloxy, 2-nitrophenoxy, 4-nitrophenoxy, 

rnitrophenyl, 4-nitrophenylthio, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl. 
perttafluoroethyl, pentafluoroethylthio, 2,2,3,3,3-pentafluoropropyl, 
l,l,3\3,3-pentafluoropropyl, 1,1,2,2,3-pentafluoropropyl, phenoxy, 
phenylamino, 1-phenylethoxy, phenylsulfonyl, 4-propanoylphenoxy, 
propoxy,V-propylphenoxy, 4-propoxyphenoxy, thiophen-3-yl, j^c-butyl, 
10 4-sec-huiymicnoxy, tert -butoxy, 3-tert -butylphenoxy, 4-tert -butylphenoxy, 
1 , 1 ,2,2-tetrafnioroethoxy , tetrahydrofuran-2-yl, 

2- (5,6,7,8-tetr^dronaphthyloxy), thiazol-2-yl, thiazol-4-yl, thiazol-5-yl, 
thiophen-2-yl, 2,3^-trifluorobenzyloxy, 2,2,2-trifluoroethoxy, 
2,2,2-trifluoroethyl,V3,3-trifluoro-2-hydroxypropyl, trifluoromethoxy, 

1 5 3-trifluoromethoxybenzy\ojj5f , 4;;trifluoroniethoxybenzyloxy, 
3 -trifluoromethoxy phenoj^ 

4^-trifluoromethylbenzyloxy, 
2,4-bis-trifluoromethylbenzyloxy , 1 , 1 -bis-trifluoromethyl- 1-hydroxymethyl, 

3- trifluoromethylbenzyl, 3 ,5-biVtrifluoroniethy Ibenzyloxy , 
2 0 4-trifluoromethylphenoxy, 3-trifluoromethylphenoxy, 

3- trifluoromethylphenyl, 3-trifluor(miethylthiobenzyloxy, 

4- trifluoromethylthiobenzyloxy, 2,3,4Strifluorophenoxy, 
2,3,4-trifluorophenyl, 2,3,5-trifluorophetaoxy, 3,4,5-trimethylphenoxy, 
3-difluoromethoxyphenoxy, 3-pentafluoraethylphenoxy, 

25 3-( 1 . 1 ,2,2-tetrafluoroethoxy)phenoxy , 3-triflyoromethylthiophenoxy , and 
trifluoromethylthio; 

Rg and R^j are independently selected from the group consisting of 

chloro, fluoro, hydrido, pentafluoroethyl, 1,1,2,2-tetf^uoroethoxy, 
trifluoromethyl, and trifluoromethoxy; 



Mxifluoromethoxyphenoxy, trifluoromethyl. 
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ILj and are independently selected from the group consisting of 
hydrido, fluoro, and trifluoromethyl. 



5 25. The compound as recited in Claim 24 or a phamaceutically acceptable 
salt thereof, wherein; 



10 



15 



n is the mteger 1 ; 
X is oxy; 

Rj is select^ from the group consisting of trifluoromethyl, 1,1,2,2- 
tetrafluoroethoxymethyl, trifluoromethoxymethyl, difluoromethyl, 
chlorodifluoromethyl, 2^(^ peptafluoroethyl with the proviso that has a 

higher Cahn-higold-Prek 4 slereochemical system ranking than both and 

(CHR3)jj-N(A)Q wherein^A is Formula (II) and Q is Formula (HI); 
?6 



T T \\ )-=< 

D4 Ja 

(III) 

Rl3 ^12 



R4 




(II) 



Rjg is hydrido; 

R^ is selected from the group consistiik of hydrido, methyl, ethyl, 
phenyl, 4-trifluoromcthylphenyI, trifluoromethoxymethyl. 
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l,\,2,2-tetrafluoroethoxymethyl, difluoromethyl, and 2,2,3,3,3- 
penmfluoropropyl with the proviso that has a lower Cahn-Ingold-Prelog 

systeirisranking than both Rj and (CHR3)^>N(A)Q; 

R\is selected from the group consisting of hydrido, phenyl, 
4-trifluoroinethylphenyl, methyl, trifluoromethyl, difluoromethyl, and 
chlorodifluorotaiethyl with the provisos that (CHR3)„-N(A)Q has a lower 

Cahn-Ingold-PreW stereochemical system ranking than R^ and a higher 

Cahn-Ingold-PrelogVstereochemicai system ranking than R2; 

Y is methylene! 

Z is covalent single bond; 

R4, Rg, Kg, and R Aare independently selected from the group 

consisting of hydrido and flu< 

Rg and Rjq ^ indep( n^ntly selected from the group consisting of 

benzyloxy, 5-bromo-2-fluorclphenWy, 4-bromo-3-fluorophenoxy, 
3-bromobenzyloxy, 4-bromophenoxy,4-butoxyphenoxy, 

3- chlorobenzyloxy, 2-chlorophenoxy,>4-chloro-3-ethylphenoxy, 

4- chloro-3-methylphenoxy, 2-chloro-4-fliiorophenoxy, 
4-chloro-2-fluorophenoxy, 4-chloropheno\y, 3-chloro-4-ethylphenoxy, 

3- chloro-4-methylphenoxy,3-chloro-4-fluorcnphenoxy, 

4- chloro-3-fluorophenoxy, 4-chlorophenylamito, 5-chloropyrid-3-yloxy, 
cyclobutoxy, cyclobutyl, cyclohexylmethoxy, cyclopentoxy, cyclopentyl, 
cyclopentylcarbonyl, cyclopropylmethoxy, 2,3-dichlorophenoxy, 

2.4- dichlorophenoxy, 2,4-dichlorophenyl, 3,5-dichlorophenyl, 

3.5- dichlorobenzyl, 3,4-dichlorophenoxy, 3,4-difluorVphenoxy, 
2.3-difluorobenzyloxy, 3,5-difluoroben2yloxy, difluoromethoxy, 
3,5-difluorophenoxy, 3,4-difluorophenyl, 2,3-difluorophertoxy, 
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2.4- difluorophenoxy, 2,5-difluorophenoxy, 3,5-dimethoxyphenoxy, 
3-dimethylaniinophenoxy, 3,4-dimethylbenzyloxy, 3,5-dimethylbenzyloxy, 

3.5- dimethylphenoxy, 3,4-dimethylphenoxy, 1 ,3-dioxolan-2-yl, 
3-ethyIbenzyloxy, 3-ethylphenoxy, 4-ethylaminophenoxy, 
3-ethyl-5Smethylphenoxy, 4-fluoro-3-methylben2yl, 4-fluoroben2yloxy, 

2- fluoro-3-inethylphenoxy, 3-fluoro-4-methylphenoxy, 3-fluorophenoxy, 

3- fluoro-2-ninx)phenoxy, 2-fluoro-3-trifluoromethylbenzyloxy, 

3- fluoro-5-trifluoromethylbenzyloxy, 2-fluorophenoxy, 4-fluorophenoxy, 
2-fluoro-3-trifluoriomethylphenoxy, 2-fluorobenzyloxy, 

4- fluorophenylamiiV 2-fluoro-4-trifluoromethylphenoxy, 2-furyl, 3-furyl, 
heptafluoropropyl, 1 , m ,3,3,3-hexafluoropropyl, 

2- hydroxy-3,3,3-trifluoriK)ropoxy, isobutoxy, isobutyl, 3-isoxazolyl, 
4-isoxazolyl, 5-isoxazolyl\sopropoxy, 3-isopropylbenzyloxy, 

3- isopropylphenoxy, isopropvlthio, 4-isopropyl-3-niethylphenoxy, 

3- isothiazolyl, 4-isothiazolyl, 5^isQthtazolyl, 3-niethoxybenzyl, 

4- methoxyphenylainino, 3-mettiMb^ liyloxy, 4-methylbenxyloxy, 

3- methylphenoxy, 3-methyl-4imerta> Ithiophenoxy, 4-methylphenoxy, 

1- methylpropoxy, 2-methylp5frid-5-yioxy, 4-methy Ithiophenoxy, 

2- naphthyloxy, 2-mtrophenoXy, 4-nitr<M>henoxy, 3-nitrophenyl. 2-oxazolyl, 

4- oxazolyl, 5-oxazolyl, pentafluoroethyk pentafluoroethylthio, 2,2,3,3,3- 
pentafluoropropyl, 1,1,3,3,3-pentafluoroptopyl, 1 , 1 ,2,2,3-pentafluoropropyl, 
phenoxy, phenylamino, 1-phenylethoxy, 4-piropylphenoxy, 
4-propoxyphenoxy, thiophen-3-yl,teit -butoxyw 3-tert -butylphenoxy, 
4-tert -butylphenoxy, l,l,2,2-tetrafluoroethoxy>tetrahydrofuran-2-yl, 

2- (5,6,7,8-tetrahydronaphthyloxy), thiazol-2-yl, miazol-4-yl, thiazol-S-yl, 
thiophen-2-yl, 2,2,2-trifluoroethoxy, 2,2.2-trifluoroediyl, 
3,3,3-trifluoro-2-hydroxypropyl, trifluoromethoxy, \ 

3- trifluoromethoxybenzyloxy, 4- trifluoromethoxy benzyWy, 

4- trifluoromethoxyphenoxy, 3-trifluoromethoxyphenoxy, ^fluoromethyl, 
3-trifluoroniethylben2yloxy, 1,1-bis-trifluoromethy 1-1 -hydroxy methyl. 
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\ 3-trifluoromethylbenzyl, 3,5-bis-trifluoroinethylbenzyloxy, 
\ 4-trifluoromethylphenoxy, 3-trifluoromethylphenoxy, 
\ 3-trifluoromethylphenyl, 2,3,4-trifluorophenoxy, 2,3.5-trifluorophenoxy, 

\ 3,4,5-triinethylphenoxy, 3-difluoromethoxyphenoxy, 
5 \3-pentaflu0r0ethylphen0xy , 3-( 1 , 1 ,2,2-tetrafluoroethoxy)phenoxy , 
3\trifluoromethylthiophenoxy, 3-trifluoroinethylthiobenzyloxy, and 
tri nuoromethy 1 thio ; 

\ Rg and Rj j are independentiy selected from the group consisting of 

chloro, fluoro, hydride, pentafluoroethyl, 1,1,2,2-tetrafluoroethoxy, and 
1 0 trifluoromtethy I ; 

Ry and R^^ ^ independendy selected from the group consisting of 

hydrido, fluoro\and trifluoromethyl. 

26. The compound's recited in Claim 23 or a pharmaceutically acceptable 
15 salt, wherein; \ |/| 

Dj, D^, Jj. J 2 H^k^l ^ carbon; 

D3, D4, J3, J4 and ICi are independently selected from the group 
consisting of C, N, O, S and covalent bond with the provisos that no more 
than one of D3, D^, J3, and K^s a covalent bond, no more than one of D3, 

2 0 D4, J3, and is O, no more tharisone of D3, D^, J3, and K2 is S, one of 

D3, D4, J3, J4 and «^"St be a covalertt bond when two of D3, D^, J3, and 

K2 are O and S, no more than four of D3, hu, Jy J4 and are N, and one of 

D3, D4, J3, J4 and is selected from the grouto consisting of O, S, and N; 



25 



n is the integer 1; 
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X is oxy; 
R^g is hydrido; 

\ Rj is haloalkyl with the proviso that Rj has a higher Cahn-Ingold- 

Prelo\ stereochemical system ranking than both R2 and (CHR3)j^-N(A)Q 

whereinV is Formula (II) and Q is Formula (HI); 

\ ?6 




R2 is selected froth)Mie group consisting of hydrido, alkyl, aryl, 
haloalkyl, and haloalkoxj^witK the proviso that R2 has a lower Cahn-Ingold- 
Prelog system ranking than both R^ and (CHR3)j^-N(A)Q; 

R3 is selected from the group\consisting of hydrido, alkyl, and 
haloalkyl with the provisos that (CHR3\-N(A)Q has a lower Cahn-Ingold- 
Prelog stereochemical system ranking than^j and a higher Cahn-Ingold- 

Prelog stereochemical system ranking than R2^l 

Y is a C1-C2 alkylene; \ 
Z is covalent single bond; \ 

R,. is hydrido; \ 
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R^, Rg, R^, and Rj^ are independently selected from the group 

insisting of hydrido and halo; 

Ry Rg, Rj, Rio» ^1 p ^® independently selected from the 

groudconsisting of hydrido, alkyl, halo, haloalkyl, haloalkoxy, aryl, 
alkylthro, arylamino, arylthio, aroyl, arylsulfonyl, aryloxy, aralkoxy, 
heteroaryk)xy, alkoxy, aralkyl, cycloalkoxy, cycloalkylalkoxy, 
cycloalkylaJkanoyl, heteroaryl, cycloalkyl, haloalkylthio, hydroxy haloalkyl, 
heteroaralkoxY, and heteroaryloxy alkyl. 



27. The compound as recited in Claim 23 or a pharmaceutically acceptable 
salt, wherein; 

D3, D4, J3, J4 aiid are each carbon; 



Dj,D2, Jj, J2 an< 
consisting of C, N, O, S 



L are independently selected from the group 



I covalent bond with the provisos that no more 
than one of Dj, Jj, J2|ana is a covalent bond, no more than one of Dj, 

D2, Jj, J2 and Kj is O, no more thim one of Dp Jp J2 and Kj is S, one of 

Dj, D2, Jp J2 and Kj must be a covalfent bond when two of Dp D2, Jp J2 and 

Kj are O and S, no more than four of Dj\D2, Jp J2 and Kj are N, and one of 

Dp Dj, Jp J2 and Kj is selected from the gamp consisting of O, S, and N; 



n is the integer I; 
X is oxy; 

R,^ is hydrido; 
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r\ is haloalkyl with the proviso that Rj has a higher Cahn-Ingold- 

Prelog stereOichemical system ranking than both R2 and (CHR3)j^-N(A)Q 

wherein A is Formula (11) and Q is Formula (III); 

?6\ 




R^ is selected from tl^^rioup consisting of hydrido, alkyl, aryl, 
haloalkyl, and haloalkoxy with the. proviso that R2 has a lower Cahn-Ingold- 
Prelog system ranking than both R^ £^d (CHR3)j^-N(A)Q; 

R3 is selected from the group coi^sisting of hydrido. alkyl, and 
haloalkyl with the provisos that (CHR3)jj-N(A)Q has a lower Cahn-Ingold- 
Prelog stereochemical system ranking than R\and a higher Cahn-Ingold- 

Prelog stereochemical system ranking than R^; \ 

Y is a C 1 -C2 alky lene; \ 
Z is covalent single bond; \ 

Rj4 is hydrido; \ 

R4, Rg, Kg, and Rjj are independendy selected from the group 
consisting of hydrido and halo; \ 
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R^, Rg, R^, RjQ, Rj ^, and Rj2 are independently selected from the 

group Consisting of hydrido, alkyl, halo, haloalkyl, haloalkoxy, aryl, 
alkylthio, arylamino, arylthio, aroyl, arylsulfonyl, aryloxy, aralkoxy, 
heteroamoxy, alkoxy, aralkyl, cycioalkoxy, cycloalkylalkoxy, 
cycloalkyiykanoyl, heteroaryl, cycloalkyl, haloalkylthio, hydroxyhaloalkyl, 
heteroaralkoxy, and heteroaryloxy alkyl. 

28. The compbund as recited in any one of Claims 26 or 27 or a 
pharmaceuticaHy acceptable salt thereof, wherein; 



n is the integer 1 ; 
X is oxy; 

Rj is selected^rom the group consisting of trifluoromethyl and 
pentafluoroethyl and cnloD^difluoromethyl; 
Rjg is hydrido; 

R2 is hydrido; 

Rj is selected from thagroup consisting of hydrido, 

methyl, trifluoromethyl, and difl^oromethyl; 
Y is methylene; 
Z is a covalent single bond;^ 

R^, Rg, R^, and Rj^ are independently selected from the group 

consisting of hydrido and fluoro; 

R^ is selected from the group consiking of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy, 2,3-dichloropheno»y, 3,4-dichlorophenoxy, 3- 
difluoromethoxyphenoxy, 3,5-dimethylphenoxV, 3,4-dimethyIphenoxy, 
3-ethylphenoxy, 3-ethyl-5-methylphenoxy, 4-flu\ro-3-methylphenoxy, 



• 
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4-fluorophenoxy, 3-isopropylphenoxy, 3-methylphenoxy. 3- 

jntafiuoroethylphenoxy, 3-tert -butylphenoxy, 3-(l,l,2,2- 
te\rafluoroethoxy)phenoxy. 2-(5,6,7,8-tetrahydronaphthyloxy). 
3-tn|luoroniethoxybenzyloxy,3-trifluoromethoxyphenoxy, 
3-trifl^oroinethylbenzyloxy, and 3-trifluoromethylthiophenoxy; 

is selected from the group consisting of cyclopentyl, 1,1,2,2- 

tetrafluorC^ethoxy, 2-furyl, 1,1-bis-trifluoromethyl-l -hydroxy methyl, isobutyl, 
isopropoxy\pentafluoroethyl, trifluoromethoxy, trifluoromethyl, and 
* trifluorometnylthio; 

Rg andKjj are independently selected from the group consisting of 

fluoro and hydric 

R^ and R^^^c independently selected from the group consisting of 
hydrido and fluoro. 



15 29. 



A compounc 



ha^ng the formula: 
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\n is an integer selected from 1 and 2; 
Rj is selected from the group consisting of haloalkyl and 
haloalkoxyalkyl ; 

Rjg i\ hydrido; 

R2 is hvdrido; 

is hydlddo; 

Y is selected from the group consisting of a covalent single bond and 
Cl-C2allcylene; \ 

Z is selected m>m the group consisting of a covalent single bond and 
C1-C2 alkylene; \/ 



R^, Rg, R^, and Ri3 are independently selected from the group 

consisting of hydrido and haloX 

R^, Rg, Ry, RjQ, Rj J, anaRj2 are independently selected from the 

group consisting of perhaloaryloxyi N-aryl-N-alkylamino, 
heterocyclylalkoxy, heterocyclylthioL hydroxy alkoxy, carboxamidoalkoxy, 
alkoxycarbonylalkoxy, alkoxycarbonylalkenyloxy, aralkanoylalkoxy, 
aralkenoyl, N-arylcarboxamidoalkoxy,>cycloalkylcarbonyl, cyanoalkoxy, 
heterocyclylcarbonyl, hydrido, alkyl, halo, haloalkyl, haloalkoxy, aryi, 
alkylthio, arylamino, arylthio, aroyl, arylsulfonyl, aryloxy, aralkoxy, 
heteroaryloxy, alkoxy, aralkyl, cycloalkoxyt cycloalkylalkoxy, 
cycloalkylalkanoyl, heteroaryl, cycloalkyl, hVloalkylthio, hydroxyhaloalkyl, 
heteroaralkoxy, heterocyclyloxy, aralkylaryl, heteroaryloxyalkyl, 
heteroarylthio, and heteroarylsulfonyl. \ 
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30. \rhe compound as recited in Claim 29 or a pharmaceutically acceptable 
salt thereof wherein; 



nMs the integer 1 ; 
Rjg^s hydride; 

Rj is sfelected from the group consisting of trifluoromethyl, 1,1,2,2- 

tetrafluoroethoxVmethyl, trifluoromethoxymethyl, difluoromethyl, 
chlorodifluoromeihyl, and pentafluoroethyl; 

R2 is hydrido; , 
R3 is hydrido; ^ 

Y is selected from the group consisting of methylene, and ethylene; 
Z is is selected frol^ the group consisting of covalent single bond and 
methylene; 

R^, Rg, Rp, and Rj^ ^ independently selected from the group 

consisting of hydrido and fluoro\, 

R^ and R^^ are independeiidy selected from the group consisting of 

4-aminophenoxy, benzoyl, benzyl, benzyloxy, 5-bromo-2-fluorophenoxy, 
4-bromo-3-fluorophenoxy, 4-bromo-2\nitrophenoxy, 3-bromobenzyloxy, 
4-bromobenzyloxy, 4-bromophenoxy, 5Vbromopyrid-2-yloxy, 
4-butoxyphenoxy, chloro, 3-chlorobenzyIV 2-chlorophenoxy, 
4-chlorophenoxy, 4-chloro-3-ethylphenox3\3-chloro-4-fluorobenzyl, 

3- chloro-4-fluorophenyl, 3-chloro-2-fluorobeozyloxy, 3-chlorobenzyloxy, 

4- chlorobenzyloxy , 4-chloro-3-methylphenox3)v 2-chloro-4-fluorophenoxy , 
4-chloro-2-fluorophenoxy, 4-chlorophenoxy, 3-^loro-4-ethylphenoxy, 
3-chloro-4-methylphenoxy, 3-chloro-4-fluorophen\)xy, 
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4^chloro-3-fluorophenoxy, 4-chlorophenylamino, 5-chloropyrid-3-yloxy, 

2- 0rt'anopyrid-3-yloxy, 4-cyanophenoxy, cyclobutoxy, cyclobutyl, 
cyclbhexoxy, cyclohexylmethoxy, cyclopentoxy, cyclopentyl, 
cyclo^ntylcarbonyl, cyclopropyl, cyclopropylmethoxy, cyclopropoxy, 

2.3- dicHlorophenoxy, 2,4-dichlorophenoxy, 2,4-dichlorophenyl, 
3,5-dichloi:ophenyl, 3,5-dichlorobenzyl, 3,4-dichlorophenoxy, 

3.4- difluoroWhenoxy, 2,3-difluorobenzyloxy, 2,4-difluorobenzyloxy, 
3,4-difluorobe^zyloxy, 2,5-difluorobenzyloxy, 3,5-difluorophenoxy, 

3.4- difluoropheriyl, 3,5-difluorobenzyloxy, 4-difluoromethoxybenzyloxy, 

2.3- difluorophenoxy» 2,4-difluorophenoxy, 2,5-difluorophenoxy, 

3.5- diniethoxyphenoKY, 3-dimethylaminophenoxy, 3,5-dimethylphenoxy, 

3.4- dimethylphenoxy, 3L4-dimethylbenzyl, 3,4-dimethylbenzyloxy, 

3.5- dimethylbenzyloxy, 2.2-diinethylpropoxy, 1 ,3-dioxan-2-yl, 
l,4-dioxan-2-yl, 13-dioxokri^-yl, ethoxy, 4-ethoxyphenoxy, 
4-ethylbenzyloxy. 3-ethylphSn5)xy, 4-ethylaminophenoxy, 

3- ethyl-5-methylphenoxy, fftjott), 4-fluoro-3-methylbenzyl, 

4- fluoro-3-methylphenyl, 4ffluofo-3-methylbenzoyl, 4-fluorobenzyloxy, 

2- fluoro-3-methylphenoxy, 3-fluoro-4-methylphenoxy, 

3- fluorophenoxy, 3-fluoro-2-nitroph^noxy, 

2-fluoro-3-trifluoromethylbenzyloxy, Arfluoro-5-trifluoromethylbenzyloxy, 

4- fluoro-2-trifluoromethylbenzyloxy, 4-Wioro-3-trifluoromethylbenzyloxy, 
2-fluorophenoxy, 4-fluorophenoxy, 2-fluorD-3-trifluoromethylphenoxy, 

2- fluorobenzyloxy, 4-fluorophenylamino, 2-fluoro-4-trifluoromethylphenoxy, 
4-fluoropyrid-2-yloxy, 2-furyl, 3-furyl, heptafiuoropropyl, 1,1,1,3,3,3- 
hexafluoropropyl, 2-hydroxy-3,3,3-trifluoropropoxy, 3-iodobenzyloxy, 
isobutyl, isobutylamino, isobutoxy, 3-isoxazolyl, 4risoxazolyl, 5-isoxazolyl, 
isopropoxy, isopropyl, 4-isopropylbenzyloxy, 3-isopropylphenoxy, 
4-isopropylphenoxy, isopropylthio, 4-isopropyl-3-methylphenoxy, 

3- isothiazolyl, 4-isothiazolyl, 5-isothiazolyl, 3-methoxyWnzyl, 

4- methoxycarbonylbutoxy, 3-methoxycarbonylprop-2-enyloxy, 



383 



P 
P 

m 
p 



10 



15 



20 



25 



^4-methoxyphenyl, 3-methoxyphenylamino, 4-methoxyphenylamino, 
J-methylbenzyloxy, 4-methylbenzyloxy, 3-methylphenoxy, 
3\nethyl-4-methylthiophenoxy, 4-methylphenoxy, 1-methylpropoxy, 
2-methylpyrid-5-yloxy, 4-methylthiophenoxy, 2-naphthyloxy, 
2-nititophenoxy, 4-nitrophenoxy, 3-nitrophenyl, 4-nitrophenylthio, 2- 
oxazolV, 4-oxazolyl, 5-oxazolyl, pentafluoroethyl, pentafluoroethylthio, 
2,2,3,3,3\pentafluoropropyl, 1 ,1 ,3,3,3-pentafluoropropyl, 
1,1,2,2,3-pentafluoropropyl, phenoxy, phenylamino, 1 -phenylethoxy , 
phenylsulfonyi, 4-propanoylphenoxy, propoxy, 4-propylphenoxy, 
4-propoxyphelioxy, thiophen-3-yl, ^ec-butyl, 4-5ec-butylphenoxy, 
tert -butoxy, S-tlert -butylphenoxy, 4-tert -butylphenoxy, 
1 , 1 ,2,2-tetrafluoroethoxy , tetrahydrofuran-2-yl, 

2-(5,6,7,8-tetrahydrOnaphthyloxy), thiazol-2-yl, thiazol-4-yl, thiazol-5-yl, 
thiophen-2-yl, 2,3,5-Crifluoroben2yloxy, 2,2,2-trifluoroethoxy, 



2,2,2-trifluoroethyl, 3 
3 -trifluoromethoxybefl 
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ifluoro-2-hy droxypropy 1 , trifluoromethoxy , 
oxy, 4-trifluoromethoxybenzyloxy, 
3-trifluoromethoxyph€ Aoxy, 4-trifluoromethoxyphenoxy, trifluoromethyl, 3- 
trifluoromethylbenzyloxy, 4rtrifluoromethylbenzyloxy, 
2,4-bis-trifluoromethylbenzyk)xy , 1 , 1 -bis-trifluoromethyl- 1 -hydroxymethyl, 

3- trifluoromethylbenzyl, 3.5-bls-trifluoromethylbenzyloxy, 

4- trifluoromethylphenoxy, 3-trifluoromethylphenoxy, 

3- trifluoromethylphenyl, 3-triflu(*omethylthiobenzyloxy, 

4- trifluoromethylthiobenzyloxy, 2.3L4-trifluorophenoxy, 
2,3,4-trifluorophenyl, 23.5-trifluoro{)henoxy. 3,4,5-triinethylphenoxy, 
3-difluoromethoxyphenoxy, 3-pentaflWoethylphenoxy, 
3-(l,l,2,2-tetrafluoroethoxy)phenoxy, 3\^trifluoromethylthiophenoxy, and 
trifluoromethylthio; 

and Rj j are independently select^ from the group consisting of 

chloro, fluoro, hydrido, pentafluoroethyl, 1,1,1^,2-tetrafluoroethoxy, 
trifluoromethyl, and trifluoromethoxy; 



384 



and R|2 2^ independendy selected from the group consisting of 
(idrido, fluoro, £ind trifluoromethyl. 
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5 31. The^^compound as recited in Claim 30 or a pharmaceutically acceptable 
salt therelpf, wherein; 



Rj is se^ 



n is tl\e integer 1 ; 

ected from the group consisting of trifluoromethyl, 
1 0 difluoromethyl , c>ilorodifluoromethy 1, and pentafluoroethyl ; 
Rjg is hydri^o; 

Rj is hydrido; 

Rg is hydrido; 

Y is methylene/ 
15 Z is covalent single bdnd; 

R^, Rg, R^, and Rj^ are mdependently selected from the group 

consisting of hydrido and fluoro; 

Rj and Rjq ^® independentlAselected from the group consisting of 

benzyloxy, 5-bromo-2-fluorophenoxy, Vbromo-3-fluorophenoxy , 
2 0 3-bromobenzyloxy , 4-bromophenoxy,4-butoxyphenoxy , 3-chlorobenzyloxy, 
2-chlorophenoxy, 4-chloro-3-ethylphenoxy- 4-chloro-3-methylphenoxy, 

2- chloro-4-fluorophenoxy, 4-chloro-2-fluorophenoxy, 4-chlorophenoxy, 

3- chloro-4-ethylphenoxy, 3-ch]oro-4-methylphenoxy, 
3-chloro-4-fluorophenoxy, 4-chloro-3-fluorophenoxy, 
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4-chlorophenylamino, 5-chloropyrid-3-yloxy, cyclobutoxy, cyclobutyl, 
cyclohexylmethoxy, cyclopentoxy, cyclopentyl, cyclopentylcarbonyl, 
cycloprapylmethoxy, 2,3-dichlorophenoxy, 2,4-dichlorophenoxy, 
2,4-dichlotophenyl, 3,5-dichlorophenyl, 3,5-dichlorobenzyl, 

3.4- dichloraphenoxy, 3,4-difluorophenoxy, 2,3-difluorobenzyloxy, 

3.5- difluorobenzyloxy, difluoromethoxy, 3,5-difluorophenoxy, 

3.4- difluoropheittyl, 2,3-difluorophenoxy, 2,4-difluorophenoxy, 

2.5- difluorophenoxy, 3,5-dimethoxyphenoxy, 3-dimethylaminophenoxy, 
3 ,4-dimethylbenzy ibxy , 3 ,5-dimethy Ibenzyloxy , 3 ,5-dimethylphenoxy , 
3,4-dimethylphenoxA 1 ,3-dioxolan-2-yl, 3-ethy Ibenzyloxy, 

3- ethylphenoxy, 4-ethylpninophenoxy, 3-ethyl-5-methylphenoxy, 

4- fluoro-3-methylbenzyl\4-fluorobenzyloxy, 2-fluoro-3-methylphenoxy, 

3- fluoro-4-methylphenoxy\3-fluorophenoxy, 3-fluoro-2-nitrophenoxy, 
2-fluoro-3 -trifluoromethy Ibenzyloxy , 3 -fluoro-5 -trifluoromethy Ibenzyloxy , 
2-fluorophenoXy, 4-fluoroph|rioj^y, 2-fluoro-3-trifluoromethylphenoxy, 
2-fiuorobenzyloxy, 4-fluorof &nylamino, 2-fluoro-4-trifluoromethylphenoxy , 
2-furyl, 3-fuiyl, heptafluoropfopyl, 1,1,1,3,3,3-hexafluoropropyl, 

2- hydroxy-3,3.3-trifluoropropoxy,\sobutoxy, isobutyl, 3-isoxazolyl, 

4- isoxazolyl, 5-isoxazolyl, isopropoxy, 3-isopropylbenzyloxy, 

3- isopropylphenoxy, isopropylthio, 4-\sopropyl-3-methylphenoxy, 

3- isothiazolyl, 4-isothiazolyl, S-isothiasrolyl, 3-methoxybenzyl, 

4- methoxyphenylamino, 3-methy Ibenzyloxy, 4-methylbenxyloxy, 

3- methylphenoxy, 3-methyl-4-methylthioplienoxy, 4-methylphenoxy, 

1- methylpropoxy, 2-methylpyrid-5-yloxy, 4-\nethylthiophenoxy, 

2- naphthyloxy, 2-nitrophenoxy, 4-nitrophenoxV 3-nitrophenyl, 2-oxazolyl, 

4- oxazolyl, 5-oxazolyI, pentafluoroethyl, pentaflVoroethylthio, 
2,2,3,3,3-pentafluoropropyl, 1 , 1 ,3,3,3-pentafluoropropyl, 
1,1,2,2,3-pcntafluoropropyl, phenoxy, phenylaminoNl-phenylethoxy, 
4-propylphenoxy, 4-propoxyphenoxy, thiophen-3-yl,tert -butoxy, 

3- tert -butylphenoxy, 4-tert -butylphenoxy, 1,1,2,2-tetranuoroethoxy, 
tetrahydrofuran-2-yl, 2-(5,6,7,8-tetrahydronaphthyloxy), tniazol-2-yI, 
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tmazol-4-yl, thiazol-5-yl, thiophen-2-yl, 2,2,2-trifluoroethoxy, 
2,2^-trifluoroethyl, 3,33-trifluoro-2-hydroxypropyl, trifluoromethoxy, 

3- trifluoroinethoxybenzyloxy, 4-trifluoromethoxybenzyloxy, 

4- triflUoromethoxyphenoxy, 3 -trifluoromethoxy phenoxy, trifluoromethyl, 
3-trifluOTomethylbenzyloxy , 1 , 1 -bis-trifluoromethyl- 1 -hydroxymethyl, 

3- trifluorOmethylbenzyl, 3.5-bis-trifluoromethylbenzyloxy, 

4- trifluororiiethylphenoxy, 3-trifluoromethylphenoxy, 
3-trifluoroinahylphenyl, 2,3,4-trifluorophenoxy, 2,3,5-trifluorophenoxy, 
3 ,4,5-trimethyIbhenoxy, 3-difluoromethoxyphenoxy , 
3-pentafluoroetlwlphenoxy , 3-( 1 , 1 ,2,2-tetrafluoroethoxy)phenoxy, 
3-trifluoromethylthiophenoxy, 3-trifluoromethylthiobenzyloxy, and 
trifluoromethylthioA 

and Rj j are\independently selected from the group consisting of 

chloro, fluoro, hydrido, pentafluoroethyl, 1,1,2,2-tetrafluoroethoxy, and 
trifluoromethyl; X 

and R12 ^® inffleSemdently selected from the group consisting of 

hydrido. fluoro, and trifluoromethyl. 

32. The compound as recited in Claim 29 or a pharmaceutically acceptable 
salt, wherein; \ 

n is the integer 1 ; \ 
Rjg is hydrido; \ 

Rj is haloalkyl; \ 

R2 is is hydrido; \ 

R- is is hydrido; \ 
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Y is methylene; 

is a covalent single bond; 

r\, Rg, R^, and R^^ are independentiy selected from the group 

consisting of hydrido and halo; 

R^, r\, Ry, Rjq, Rjj, and R|2 are independently selected from the 

group consisting of perhaloaryloxy, N-aryl-N-alkylamino, 
heterocyclylalkoxy, heterocyclylthio, hydroxyalkoxy, aralkanoylalkoxy, 
aralkenoyl, cycloaUcylcarbonyl, cyeinoalkoxy, heterocyclylcarbonyl, hydrido, 
alkyl, halo, haloalkw, haloalkoxy, aryl, alkylthio, arylamino, arylthio, aroyl, 
arylsulfonyl, aryloxyXaralkoxy, heteroaryloxy, alkoxy, aralkyl, cycloalkoxy, 
cycloalkylalkoxy, cycloaikylalkanoyl, heteroaryl, cycloalkyl, haloalkylthio, 
hydroxyhaloalkyl, heteroaralkoxy, and heteroaryloxyalkyl. 



33. The compound as rei 
acceptable salt, wherein; 



d in Claim 32 or a pharmaceutically 



n is the integer 1 ; 
Rj^ is hydrido; 

Rj is haloalkyl; 

R2 is is hydrido; 

R3 is is hydrido; 

Y is methylene; 
Z is a covalent single bond; 
R4, Rg, R^, and R^^ are independently selectW from the group 
consisting of hydrido and halo; 
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is selected from the group consisting of perhaloaryloxy, 

taryl-N-alkylamino, heterocyclylalkoxy, heterocyclylthio, hydroxyalkoxy, 
aralkanoylalkoxy, aralkenoyi, cycloalkylcarbonyl, cyanoalkoxy, 
heterocyclylcarbonyl, haloalkyi, haloalkoxy, aryl, alkylthio, arylamino, 
arylthid aroyl, arylsulfonyl, aryloxy, aralkoxy, heteroaryloxy, alkoxy, 
aralkyl, dycloalkoxy, cycloalkylalkoxy, cycloalkylalkanoyl, heteroaryl, 
cycloalkyl\haloalkylthio, hydroxyhaloalkyl, heteroaralkoxy, and 
heteroaryloxy alky 1 . 

RjQ is sVlected from the group consisting of haloalkyi, haloalkoxy, 

aryl, alkylthio, alkoxy, aralkyl, alkyl, cycloalkoxy, cycloalkylalkoxy, 
heteroaryl, cycloal^l, haloalkylthio, and hydroxyhaloalkyl. 

and Rj j are; independently selected from the group consisting of 

hydrido and halo; 

R^ and R^2 ^® ificiipendently selected from the group consisting of 

hydrido and halo. 

34. The compound as reciteJl^in Claim 33 or a pharmaceutically 
acceptable salt thereof, wherein; 



n is the integer 1 ; 
Rj is trifluoromethyl; 

Rjg is hydrido; 

R2 is hydrido; 

Rg is hydrido; 

Y is methylene; 

Z is a covalent single bond; 
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R^, Rg, R9, and R^^ are independently selected from the group 
consisting of hydrido and fluoro; 

\ R^ is selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-cnioro-3-ethylphenoxy, 2,3-dichlorophenoxy, 3,4-dichlorophenoxy, 
3-diflIioromethoxyphenoxy, 3,5-dimethylphenoxy, 3,4-dimethylphenoxy, 

3- ethylpHenoxy, 3-ethyl-5-methylphenoxy, 4-fluoro-3-methylphenoxy, 

4- fluorophfenoxy, 3-isopropylphenoxy, 3-methylphenoxy, 
3 -pentafluoroethy Iphenoxy , 3-tert-butylphenoxy , 

3-( 1 , 1 ,2,2-tetrkluoroethoxy)phenoxy , 2-(5,6,7,8-tetrahydronaphthyloxy), 
3-trifluorometho^ybenzyloxy, 3-trifluoromethoxyphenoxy, 
3-trifluoroniethylbfenzyloxy, and 3-trifluoromethylthiophenoxy; 

RjQ is selecteoL from the group consisting of cyciopentyl, 1,1,2,2- 

tetrafluoroethoxy, 2-furyil, 1,1-bis-trifluoromethyl-l-hydroxymethyl, 
pentafluoroethyl, trifluorotnoflaoxy, trifluoromethyl, and trifluoromethylthio; 

Rg and Rj j are indeptMently selected from the group consisting of 
fluoro and hydrido; ' \ 

¥Lj and Rj2 are independeimy selected from the group consisting of 
hydrido and fluoro. \ 

35. The compound as recited in Claiiii34 or a pharmaceutically 
acceptable salt thereof, wherein; \ 

n is the integer 1; \ 
Rj is trifluoromethyl; \ 

Rjg is hydrido; \^ 

R2 is hydrido; \ 



is hydrido; 

Y is methylene; 
Z is a covalent single bond; 

^^R^, Rg, Rg, and R^^ are independently selected from the group 

consistiag of hydrido and fluoro; 

R^ys selected from the group consisting of 5-bromo-2-fluorophenoxy, 

4-chloro-3-ethylphenoxy, 2,3-dichlorophenoxy, 3,4-dichlorophenoxy, 
3-difluoromethoxyphenoxy, 3,5-dimethylphenoxy, 3,4-dimethylphenoxy, 

3- ethylphenoxy. 3-ethyl-5-methylphenoxy, 4-fluoro-3-methylphenoxy, 

4- fluorophenoxy\3-isopropylphenoxy, 3-methylphenoxy, 
3-pentafluoroethylbhenoxy, 3-tert-butylphenoxy, 

3-( 1 , 1 ,2,2-tetrafluor\ethoxy)phenoxy , 2-(5,6,7,8-tetrahydronaphthyloxy), 



3-trifluoromethoxyber 



:y, 3-trifluoromethoxyphenoxy, 



RjQ is selected fj 



3-trifluoromethylbenzyUpcy, and 3-trifluoromethylthiophenoxy; 

[ the group consisting of 1,1,2,2-tetrafluoroethoxy, 
pentafluoroethyl, and trifluoromethyl; 

R^ and Rj j are independently selected from the group consisting of 
fluoro and hydrido; 

Ry and R12 ^ independeniw selected from the group consisting of 
hydrido and fluoro. 



36. A compound as recited in Claim 29 or a pt 
thereof wherein said compound is selected froi 



rmaceutically acceptable salt 
the group consisting of: 
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\ {2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyl][[3-( 1 , 1 ,2,2- 
tetrafli^oroethoxy)-phenyl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

{2R)-3-[[3-(3-isopropylphenoxy)phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluojroethoxy)pheny l]-methyl]amino]- 1,1,1 -trifluoro-2-propanol ; 

(2R)-3-[[3-(3-cyclopropylphenoxy)phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroettioxy)phenyl]-niethyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3\-[[3-(3-(2-furyi)phenoxy)phenyl][[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenyl] -methyl] amino] - 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[B-(2,3-dichlorophenoxy)phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroethoxyrohenyl]-methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4-fluorophenoxy)phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4-inethylphenoxy)phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenYlJ^ethyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(2-nu^^5-bromophenoxy)phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenyl]\methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4-chlor6-3-ethy Iphenoxy )phenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(l,l,2,2-\etrafluoroethoxy)phenoxy]phenyl][[3-(l,l,2. 
tetrafluoro-ethoxy)pheny l]methyi]ainino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(pentafluordethyl)phenoxy]phenyl] [[3-( 1 , 1 .2,2- 
tetrafluoroethoxy)-phenyl]methyl]aimino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3,5-dimethylphenbxy)phenyl][[3-(l,l,2,2- 
tetrafluoroethoxy)phenyl]-methyl]amiiro]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-ethylphenoxy)phen5d] [[3-( 1 , 1 ,2,2-tetrafluoroethoxy ) 
phenyl] -methyl] amino] -1 , 1 , l-trifluoro-2-pn)panol; 

(2R)-3-[[3-(3-^butylphenoxy)phenylIf [3-( 1 , 1 ,2,2- 
tetrafluoroethoxy )phenyl] -methyl] amino]- 1 , 1 , iVtrifluoro-2-propanol; 

(2R)-3-[[3-(3-methylphenoxy)phenyl][[3Vl, 1,2,2- 
tetrafluoroethoxy)pheny l]-methyl]amino]- 1,1,1 -trilQuoro-2-propanol; 
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\ (2R)-3-[[3-(5,6,7,8-tetrahydro-2-naphthoxy)phenyl][[3-(l ,1 ,2,2- 
tetrarkioro-ethoxy)phenyl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

Y2R)-3-[[3-(phenoxy)phenyl] [[3-( 1 , 1 ,2,2-tetrafluoroethoxy)- 
phenyl]iitethyl]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2^-3-[[3-[3-(iV,iS^-dimethylamino)phenoxy]phenyl][[3-(l,l^ 
tetrafluoro-e\hoxy)phenyl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3\r[[3-( 1 , 1 ,2,2-tetrafluoroethoxy)phenyl]methyl] [3-[[3- 
(trifluorometho»y)-phenyl]methoxy]phenyl]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[V( 1 , 1 ,2,2-tetrafluoroethoxy)phenyl]methyl] [3-[[3-(trifluor^^ 
methyl)-phenyl]methoxy]phenyl] amino]- 1 , 1 , 1 -trifluoro-2-propanol; 

(2R)-3-[[[3-(Xl,2,2-tetrafluoroethoxy)phenyl]methyl][3-[[3,5- 
diinethylphenyl]-methoxy]phenyl]2iniino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-( 1 , 1 ,2y2-tetrafluoroethoxy)phenyl]methyl] [3-[[3- 
(trifluoromethylthio)-phen3da^ ,1,1 -trifluoro-2-propanol 

(2R)-3-[[[3-( 1 . 1 ,2,2^Wafluoroethoxy)phenyl]methyl] [3-[[3,5- 
difluorophenyl] -methoxy IppenVl] amino] -1,1,1 -trifluoro-2-propanol ; 

3-[[[3-(l,l,2,2-tetrafluordethoxy)phenyl]methyl][3-[cyclohexylmethoxy] 
phenyl]amino]-l , 1 , l-trifluoro-2-prbpanol; 

3-[[3-(2-difluoromethoxy-4-^ridyloxy)phenyl][[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)-phenyl]methyl]amino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(2-trifluoromethyl-4-pyridyloxy )phenyl][[3-(l, 1,2,2- 
tetrafluoroethoxy)-phenyl]methyl]aiTiino]- 1^1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(3-difluoromethoxypheno\v)phenyl][[3-( 1 . 1 ,2,2- 
tetrafluoroethoxy)-phenyl]methyl]amino]- 1,1, Mrifluoro-2-propanol; 

(2R)-3-[[[3-(3-trifluoromethylthio)phenoAy Iphenyl] [[3-( 1 , 1 ,2,2- 
tetrafluoroethoxy)-phenyl]methyl]ainino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(4-cWoro-3-UifluoromethylphenoX5rtp [[3-( 1 , 1 .2,2- 
tetrafluoroethoxy)-phenyl]methyl]amino]- 1,1,1 -trifluoror2-propanol; 

(2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyl][[3v 
(pentafluoroethyl)phenyl]-methyl]amino]- 1 , 1 , l-trifluoro-2-pn>panol; 
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(2R)-3-[[3-(3-isopropylphenoxy)phenyl][[3- 
(pentafludroethyl)phenyl]rnethyl]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2H^-3-[[3-(3-cyclopropylphenoxy)phenyl][[3- 
(pentafluorOfithyl)phenyl]niethyl]-amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-V[[3-(3-(2-furyl)phenoxy)phenyl][[3- 
(pentafluoroetW l)phenyl]methy l]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[r3-(2,3-dichlorophenoxy)phenyl][[3- 
(pentafluoroethy hpheny l]methy l]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3V4-fluorophenoxy)phenyl][[3- 
(pentafluoroethyl)phenyl]methyl]aniino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4Wthylphenoxy)phenyl][[3- 
(pentafluoroethyl)pheriy l]methyl]ainino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(2-fli^ro-5-bromophenoxy)phenyl][[3- 
(pentafluoroethyl)pheny 1 toeOiyll-ainino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4<;WorV 3lepiylph^ 
(pentafluoroethy l)phenyl]m ^yl]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3- [3-( 1 , 1 ,2^2-\etrafluoroethoxy)phenoxy]phenyl] [[3- 
(pentafluoroethyl)-phenyl]methVl]amino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-[3-(pentafluore>ethyl)phenoxy]phenyl][[3- 
(pentafluoroethyl)phenyl]-methyl]Wino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3,5-dimethylphe\K)xy)phenyl][[3- 
(pentafluorc)ethyl)phenyl]methyl]-aii:Uno]- 1 , 1 , 1-M^ 

(2R)-3-[[3-(3-ethylphenoxy)phW][[3- 
(pentafluoroethyl)pheny l]methyl]amino]\ 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-f-butylphenoxy)pheriyl][[3- 
(pentafluoroethyl)phenyl]methyl]ainino]-l,kl-trifluon>-2-propanol; 

(2R)-3-[[3-(3-methylphenoxy)phenyl]fG- 
(pentafluoroethyl)phenyl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(5,6,7,8-tetrahydro-2-naphthox30phenyl][[ 
(pentafluoroethy l)phenyl]-methyl]amino]- 1 , 1, l-trifluOK)-2-propanol; 



394 



2R)-3-[[3-(phenoxy)phenyl][[3-(pentafluoroethyl)phenyl]methyl] 
amino] - 1 ,\, 1 -trifluoro-2-propanol; 

(2RV34[3-[3-(N,A/'-dimethylamino)phenoxy]phenyl][[3- 
(pentafluoroethy l)phenyl]-methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-l^[3-(pentafluoroethyl)phenyl]inethyl][3-[[3- 
(trifluoromethoxy)phenyl]-methoxy]phenyl]ainino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[[3V(pentafluoroethyl)phenyl]methyl][3-[[3-(trifluoromethyO 
phenyl]-methoxy]pHenyl]amino]- 1,1, l-trifluoro-2-propanol; 

(2R)-3-[[[3-(pimtafluoroethyl)phenyl]methyl][3-[[3,5- 
dimethylphenyl]methoXV]-phenyl]ainino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-(pentkluoroethyl)phenyl]methyl][3-[[3- 
(trifluoromethylthio)pheny I?-methoxy Jphenyl] amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-(pentaflu)yroethyl)phenyl]methyl][3-[[3,5- 
difluorophenyl]methoxy ]-phenVl]amino] -1,1,1 -trifluoro-2-propanol; 



(2R)-3-[[[3-(pentafluor 
[cyclohexylmethoxylphenyl]- 



)phenyl]methyl] [3- 
-1,1,1 -trifluoro-2-propanol; 
(2R)-3-[[3-(2-difluoromeihoXY-4-pyridyloxy)phenyl][[3- 
(pentafluoroethyl)phenyl]-methyl]amrtio]- 1 . 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(2-trifluoromethyl-4-Wridyloxy)phenyl][[3- 
(pentafluoroethyl)phenyl]-methyl]amino]^l , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(3-difluoromethoxyphendxy)phenyl][[3- 
(pentafluoroethyl)phenyl]-methyl]aniino]-l,m-trifluoro-2-propanol; 

(2R)-3-[[[3-(3-trifluoromethylthio)phen\)xy]phenyl][[3- 
(pentafluoroethyl)phenyl]-methyl]amino]- 1,1,1 -tfifluoro-2-propanol; 

(2R)-34[3-(4-chloro-3-trifluoromethylphenbxy)phenyl][[3- 
(pentafluoroethyl)-phenyl]methyl]amino]- 1 , 1 , l-trifliW)ro-2-propanol; 

(2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyl}r[3- 
(heptafluoropropyl)phenyl]-methyl]amino]- 1 , 1 , l-trifluoror2-propanol; 

(2R)-3-[[3-(3-isopropylphenoxy)phenyl][[3- 
(heptafluoropropyl)phenyl]methy l]-amino]- 1,1,1 -trifluoro-2-^opanol; 
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\ (2R)-3-[[3-(3-cyclopropylphenoxy)pheny 1] [[3- 
(heptafluoropropy l)phenyl]methyl]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-(2-furyl)phenoxy)phenyl][[3- 
(heptafluonmropy l)phenyl]methyl]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3N:[[3-(2,3-dichlorophenoxy)phenyl][[3- 
(heptafluoropropiyl)phenyl]methyl]-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3V4-fluorophenoxy)phenyl][[3- 
(heptafluoropropyl)phenyl]rnethyl]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4-iWthylphenoxy)phenyl][[3- 
(heptafluoropropyl)phenVl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(2-fluor^-5-bromophenoxy)phenyl][[3- 
(heptafluoropropyl)phenyl]-fnethyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4-chloro-3^tHylphenoxy)phenyl][[3- 
(heptafluoropropyl)phenyl]metMjw-amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-( 1 , 1 .2,2-teE^uoroethoxy)phenoxy]phenyl][[3- 
(heptafluoropropyl)-phenyl]memyl]arnino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(pentafluoroeth3)l^phenoxy]phenyl][[3- 
(heptafluoropropyl)phenyl]-methyl]amif\p]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3,5-dimethylphenoxy)Whenyl][[3- 
(heptafluoropropyl)phenyl] methyl] -amino]^, 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(3-ethylphenoxy)phenyl][[V 
(heptafluoropropyl)phenyl]methyl]amino]- 1 , 1 , Vtrifluoro-2-propanol; 

(2R)-3-[[3-(3-r-butylphenoxy)phenyl][[3\ 
(heptafluoropropyl)phenyl]methyl]aimno]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-methylphenoxy)phenyl][[3- \ 
(heptafluoropropyl)phenyl]inethyl]amino]- 1,1,1 -trifluOffO-2-propanol; 

(2R)-3-[[3-(5,6,7,8-tetrahydro-2-naphthoxy)pherM^ 
(heptafluoropropyl)phenyl]-methyl]amino]- 1,1,1 -trifluoro-2^ropanol; 

(2R)-3-[[3-(phenoxy)phenyl][[3-(heptafluoropropyl)phenyl]methyl] 
amino]- 1,1,1 -trifluoro-2-propanol; 
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[cyclohexylmethoxylphenyl 
(2R)-3-[[3-(2-difluor 



(2R)-3-[[3-[3-(N,A/'-dimethylainino)phenoxy]phenyl][[3- 
(hepta£luorbpropyi)phenyl]-methyl]ainino]- 1 , 1, l-trifiuoro-2-propanol; 

(2R)\3-[[[3-(heptafluoropropyl)phenyl]methyl][3-[[3- 
(trifluorometnpxy)phenyl]-methoxy]phenyl]amino]-l,14-trifluoro-2-propanol^ 

(2R)-3-\[[3-(heptafluoropropyI)phenyl]methyl][3-[[3- 
(trifluoromethy l)phenyl]-rnethoxy]phenyl]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[Ji-(heptafluoropropyl)phenyl]methyl][3-[[3,5- 
dimethy lphenyl]niethoxy]-phenyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-(beptafluoropropyl)phenyl]methyl][3-[[3- 
(trifluoromethylthio)phenyl]-methoxy]phenyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-{hepiafluoropropyl)phenyl]methyl][3-[[3,5 
difluorophenyl]methoxy]-fehenyl]aniino]- 1,1,1 -trifluoro-2-propanol; 
(2R)-3-[[[3-(heptafl\qropropyl)phenyl]methyl][3- 

iino]- 1 ,1,1 -trifluoro-2-propanol; 
5thoxy-4-pyridyloxy)phenyl] [[3- 
(heptafluoropropyl)phenyl]-iietHy llamino]- 1,1,1 -trifluoro-2-propanbl; 

(2R)-3-[[3-(2-trifluorometKyi-4-pyridyloxy)phenyl][[3- 
(heptafluoropropyl)phenyl]-methyl]^no]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-difluoromethoxymienoxy)phenyl][[3- 
(heptafluoropropyl)phenyl]-methyl]amirto]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-(3-trifluoromethylthio)\)henoxy]phenyl][[3- 
(heptafluoropropyl)phenyl]-methyl]ainino]- k 1 , 1 -trifluoro-2-propanol; 

(2R)0-[[3-(4-cWoro-3-trifluoromethylbhenoxy)phenyl][[3- 
(heptafluoropropyl)-phenyl]methyl]ainino]-l,l,Vtrifluoro-2-propanol; 

(2R)-3-[[3-(3-trifluoromethoxyphenoxy)phpnyl][[2-fluoro-5- 
(trifluoromethyl)-phenyl]methyl]aniino]- 1,1.1 -trifluoro-2-propanol; 

(2R)-3-[[3K3-isopropylphenoxy)phenyl][[2-fl\ioro-5- 
(trifluoromethyl)phenyl]-methyl]amino]- 1 ,1,1 -trifluoro\2-propanol; 

(2R)-3-[[3-(3-cyclopropylphenoxy)phenyl][[2-fluV^ 
(trifluoromethyl)phenyl]-methyl]amino]- 1,1,1 -trifluoro-2-priQpanol; 
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(2IO)-3-[[3-(3-(2-furyl)phenoxy)phenyl][[2-fluoro-5- 
(trifluorome\hyl)phenyl]-methyl]amino]- 1,1, l-trifluoro-2-propanol; 

(2R)-3r-[[3-(2,3-ciichlorophenoxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)phenyl]-methyl]amino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-(4-fluorophenoxy)phenyl][[2-fluoro-5-(trifluoromethyl) 
phenyl]-methyl]aWno]-l,l,l-trifluoro-2-propanol; 

(2R)-3-[[3-V4-methylphenoxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)phitnyl]-methyl]ainino]- 1 , 1 . 1-trifluoro-2-propanol; 

(2R)-3-[[3-(2Yluoro-5-bromophenoxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)-pheiVl]methyl]amino]-l,l,l-trifluoro-2-prop^ 

(2R)-3-[[3-(4-cMoro-3-ethylphenoxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)-phenyl miethyl]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-( 1 , 1 ,X2-tetrafluoroethoxy)phenoxy]phenyl] [ [2-fluoro- 
5-(trifluoro-methyl)phenyl]methy l]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(pentaflVcAeJhyl)phenoxy]phenyl][[2-fluoro-5- 
(trifluoromethyl)-phenyl]methS^ ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3,5-dimetl4yl\)Heno 
(trifluoromethyl)phenyl]-methyl] amino] -1,1,1 -trifluoro-2-propanol; 

{2R)-3-[[3-(3-ethylphenoxytohenyl][[2-fluoro-5- 
(trifluoromethyl)phenyl]methyl]-amiW^ ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-/-butylphenoxy)^henyl][[2-fluoro-5- 
(trifluoromethyl)phenyl]methyl]-ammo]\ 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3K3-methylphenoxy)pheWl][[2-fluoro-5- 
(trifluoromethyl)phenyl]methyl]-amino]-l,\,l-trifluoro-2-propanol; 

(2R)-3-[[3-(5,6,7,8-tetrahydro-2-naphthoxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)-phenyl]methyl]amino]- 1 . 1 , 1 Wfluoro-2-propanol; 

(2R)-3-[[3-(phenoxy)phenyl][[2-fluoro-f 
(trifluoromethyl)phenyl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(iV,/V-dimethylamino)phenoxSGphenyl][[2-fluoro-5- 
(trifluoromethyl)-phenyl]methy l]amino]- 1,1,1 -trifluoro-2-propanol; 
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(2R)-3-[[[2-fluoro-5-(trifluoromethyl)phenyl]methyl][3-[[3- 
(trifluoroinethoxy)-phenyl]methoxy]phenyl]amino]- 1 ,1.1 -trifluoro-2-propanol; 

(2R)\3-[[[2-fluoro-5-(trifluoromethyl)phenyl]methyl][3-[[3- 
(trifluoromethyl)-phenyl]methoxy]phenyl]amino]- 1 .1,1 -trifluoro-2-propanol; 

(2R)-3-\r[2-fluoro-5-(trifluoromethyl)phenyl]methyl][3-[[3,5- 
dimethylpheny 1] Viethoxy]phenyl]aimno]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[2\fluoro-5-(trifluoromethyl)phenyl]methyl][3-[[3- 
(trifluoromethy lthioVphenyl]methoxy]phenyl] amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[2-flubro-5-(trifluoromethyl)phenyl]methyl][3-[[3,5- 
difluorophenyl]-methoxy]phenyl]amino]- 1 , 1 , l-trifiuoro-2~propanol; 

(2R)-3-[[[2-fluordv5-(trifluoromethyl)phenyl]methyl][3- 
[cyclohexy Imethoxy] -phenVl]aniino]- 1,1,1 -trifluoro-2-propanoi; 

(2R)-3-[[3-(2-difluor\methoxy-4-pyridyloxy)phenyl][[2-fluoro-5- 
(trifluoromethyl)-phenyl]methVl]aniino]- 1 ,1.1 -trifluoro-2-propanol; 

(2R)-3-[[3-(2-trifluorombthyl-4-pyridyloxy)phenyl][[2-fl^ 
(trifluoromethyl)-phenyl]methyl]a^^ 

(2R)-3-[[3-(3-difluoromethdto^ 
(trifluoromethyl)-phenyl]methyl]aiTpK)p- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[[3-(3-trifluorometnyltlko)phenoxy]phenyl][[2-fluoro-5- 
(trifluorome1iiyi)-phenyl]methyl]amino]-Y 1 , 1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4-chloro-3-trifluorometWlphenoxy)phenyl][[2-fluoro-5- 
(trifluoro-methyl)pheny l]methyl]amino]- 1 , 1 ,Ytrifluoro-2-propanol; 

(2R)-3-[[3-(3-trifluoromethoxyphenoxMphenyl][[2-fluoro-4- 
(trifluoiomethyl)-phenyl]methyl]aniino]- 1,1,1 -tnfluoro-2-propanol; 

(2R)-3-[[3-(3-isopropylphenoxy)phenyl][[2rfluoro-4- 
(trifluoroinethyl)phenyl]-methyl]amino]- 1,1,1 -triflubro-2-propanol; 

(2R)-3-[[3-(3-cyclopropylphenoxy)phenyl][[2\fluoro-4- 
(trifluoromethyl)phenyl]-methyl]amino]- 1,1,1 -trifluor(iV2-propanol; 

(2R)-3-[[3-(3-(2-furyl)phenoxy)phenyl][[2-fluor6r4- 
(trifluoroinethyl)phenyl]-methyl] amino]- 1 ,1,1 -trifluoro-2-bropanol; 



• 
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(2R)-3-[[3-(2,3-dichlorophenoxy)phenyl][[2-fluoro-4- 
(trifluororAethyl)pheny l]-methyl]amino]- 1 , 1 , l-trifluoro-2-propanol; 

(2RV3-[[3-(4-fluorophenoxy)phenyl][[2-fluoro-4-{trifluoromethyi) 
phenyl]-metHyl]amino]- 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3V[3-(4-methylphenoxy)phenyl][[2-fluoro-4- 
(trifluoromethym)henyi]-methyl]aniino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3V(2-fluoro-5-bromophenoxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)-phenyl]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(4\chloro-3-ethylphenoxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)-pheriyi]methyl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-[3-(l\l,2,2-tetrafluoroethoxy)phenoxy]phenyl][[2-fluoro- 
4-(trifluoro-methy OphenyU methyl] amino] -1,1,1 -trifluoro-2-propanol ; 

(2R)-3-[[3-[3-(pent^uoroethyl)phenoxy]phenyl][[2-fluoro-4- 
(trifluoromethyl)-phenyl]metWl]amino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3,5-dimethWhenoxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)phenyl]-methyl femipo]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-ethylphen<p^ 
(trifluoromethyl)phenyl]methyl j-aiT&no] - 1 , 1 , 1 - 

(2R)-3-[[3-(3-r-butylphenoxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)phenyl]methyl]-aiiiino]- 1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-methylphenoxy)pKbnyl][[2-fluoro-4- 
(trifluoromethyl)phenyl]methyl]-amino]-I\.l,l-trifluoro-2-propanol; 

(2R)-3-[[3-(5,6,7,8-tetrahydro-2-naf)|hthoxy)phenyl][[2-flu^ 
(trifluoromethyl)-phenyl]methy 1] amino]- 1 , 1 h -trifluoro-2-propanol; 

(2R)-3-[[3-(phenoxy)phenyl][[2-fluor<A4- 
(trifluoromethyl)phenyl]methyl] amino]- 1,1,1 -trffluoro-2-propanol; 

(2R)-3-[[3-[3-(Ar,N-dimethylamino)phenoW]phenyl][[2-fluoro-4- 
(trifluoromethyl)-phenyl]methyl]amino]- 1 .1,1 -trifliloro-2-propanol; 

(2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenyl]Wthyl][3-[[ 
(trifluoromethoxy)-phenyl]methoxy]phenyl]amino]-l,l)l-trifluoro-2-propanol 
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\ (2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenyl]methyl][3-[[3-(trifluoro- 
methVl)-phenyl]methoxy]pheny l]amino]- 1,1,1 -trifIuoro-2-propanol; 

\(2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenyl]methyl][3-[[3,5- 
dimethyk)henyl]-methoxy]phenyl]arnino]- 1 , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenyl]methyl][3-[[3- 
(trifluoromWiylthio)-pheny l]methoxy]phenyl]aimno]- 1,1,1 -trifluoro-2-propanoI 

(2R)-Y[[[2-fluoro-4-(trifluoromethyl)phenyl]methyl][3-[[3,5- 
difluoropheny W-niethoxy]phenyl]amino]- 1,1,1 -trifiuoro-2-propanol; 

(2R)-3-[V2-fluoro-4-(trifluoromethyl)phenyl]methyl][3- 
[cyclohexylmethoxy]-phenyl]amino]-l , 1 , l-trifluoro-2-propanol; 

(2R)-3-[[3-C2-difluoromethoxy-4-pyridyloxy)phenyi][[2-fluoro-4- 
(trifluoromethyl)-phejiyI]methyl] amino] - 1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(2-frifluoromethyl-4-pyridyloxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)-phenyUmethyl]arnino] -1,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-difiGorometh [[2-fluoro-4- 
(trifluoromethyl)-pheny||iJ^hyl]aniino]- 1 ,1,1 -trifluoro-2-propaiiol; 

(2R)-3-[[[3-(3-tj{fluitomethylthio)phenoxy]phenyl][[2-fluoro-4- 
(trifluoromethyl)-phenyl]meUiyl]amino]- 1,1,1 -trifluoro-2-propanol; and 

(2R)-3-[[3-(4-chloro-3\rifluoromethylphenoxy)phenyl] [[ 2-fluoro-4- 
(trifluoro-methyl)phenyl]methyl\aiiiin 1,1, l-trifluoro-2-propanol. 

37. A pharmaceutical composition comprising a compound of one of claims 1 
through 36 together with a pharmaceutically acceptable carrier. 

38. A method of treating coronary artery\disease or other CETP-mediated 
disorders in a subject by administering a therapeutically effective amount of a 
compound of one of claims 1 through 36. \ 



39. A method of preventing coronary artery disease or other CETP-mediated 
disorders in a subject by administering a therapeutically effective amount of a 
compound of one of claims 1 through 36. \ 
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40. A method of preventing cerebral vascular accident (CVA) in a subject by 
admintstering a therapeutically effective amount of a compound of one of 
claims 1 through 36. 

5 \ 

41. A method of preventing or treating dyslipidemia in a subject by 
administering a therapeutically effective amount of a compound of one of 
claims 1 through 36. 

42. A process mr the preparation of compounds as recited in any one of 
10 claims 1 or 2 having the Formula (IV): 




and pharmaceutically accep\(^ble salts thereof, comprising the reaction of an 
amine of Formula (V): 



1 5 with an epoxide of Formula (XX-R) : 
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wherein; 

\ Rj is selected from the group consisting of haloalkyl and 
haloalkoxymethy 1 ; 

r\ is selected from the group consisting of hydrido, aryl, alkyl, 

alkenyl, haloalkyl, haloalkoxy, haloalkoxy alkyl, perhaloaryl, perhaloaralkyl, 
perhaloarylokyalkyl, and heteroaryl; 

R3 is selected from the group consisting of hydrido, aryl, alkyl, 
alkenyl, haloalkyl, and haloalkoxy alkyl; 

D and E ard independently selected from the group consisting 
hydrido, A, and Q With the provisos that E and D are other than hydrido at the 
same time and A andomfj^ independently selected, when one of E and D is 
hydrido or when Y anJftZ are both single covalent bonds, from other than 
phenyl, 3-methylphenyl\3-ethylphenyl, 2-methoxy-5-methylphenyl, 2- 
chlorophenyl, 3-chlorophtoyl, and 3-bromophenyl; 

A is the Formula: \ 




Q is the Formula: 
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Rl3 ^12 
Dj, d\, Jj, J2 and Kj are independently selected from the group 
consisting of Q N. O, S and covalent bond with the provisos that no more 
than one of Dj, Jp and Kj is a covalent bond, no more than one of Dj, 

D^, Jp and Kj Ife O, no more than one of D,. D^, Jj, ^2 ^1 ^» 

D. , D^, J, , and must be a covalent bond when two of Dj, Jp J2 

Kj are O and S, and ilWiore than four of Dj, Dj, Jp ^1 

D3, D4, J3, J^IM^K^ are independentiy selected from the group 
consisting of C, N, O, S arid covalent bond with the provisos that no more 
than one is a covalent bond, Vo more than one of D^, D^, J3, J4 and is O, 

no more than one of D3, D^. j\ and is S, no more than two of D3, D^, 

J3. and K2 are O and S, one oh>y D^, J3. and must be a covalent 

bond when two of D3, D^, J3, aA^ are O and S, and no more than four 

of D3, D^, J3, J4 and are N; 

Y is selected from the group c^sisting of a covalent single bond, 
(CH2)q wherein q is an integer selected from 1 and 2, and (CH2)j-0-(CH2)^ 
wherein j and k are integers independently^selected from 0 and 1 ; 
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I Z is selected from the group consisting of covalent single bond, 
(CH2)\ wherein q is an integer selected from 1 and 2, and (CH2)j-0-(CH2)^ 
whereiAj and k are integers independently selected from 0 and 1; 

E^, Rgi R^, and R^^ are independently selected from the group 
consistingW hydrido, halo, haloalkyl, and alkyl ; 

R5, ^10' ^11' ^12 independently selected from the 

group consisting of hydrido, carboxy, heteroaralkylthio, heteroaralkoxy, 
cycloalkylamiAo, acylalkyl. acylalkoxy, aroylalkoxy, heterocyclyloxy. 
aralkylaryl, aralkyl, aralkenyl, aralkynyl, heterocyclyl, perhaloaralkyl, 
aralkylsulfonyl, dralkylsulfonylalkyl, aralkylsulfmyl, aralkylsulfinylalkyl. 
halocycloalkyl, h^pS^cloalkenyl, cycloalkylsulfmyl. cycloalkylsulfmylalkyl. 
cycloalkylsulfon^, tycloalkylsulfonylalkyl, heteroarylamino, N- 
heteroarylamino-N-alkylamino, heteroarylaminoalkyl,haloalkylthio, 
alkanoyloxy, alkoxy, Woxyalkyl, haloalkoxylalkyl, heteroaralkoxy, 
cycloalkoxy, cycloalkeAyloxy, cycloalkoxyalkyl, cycloalkylalkoxy, 
cycloalkeriyloxyalkyl, cycloalkylenedioxy, halocycloalkoxy, 
halocycloalkoxyalkyl, halWcloalkenyloxy. halocycloalkenyloxyalkyl, 
hydroxy, amino, thio, nitroMower alkylamino, alkylthio, alkylthioalkyl, 
arylamino, aralkylamino, arylthio, arylthioalkyl. heteroaralkoxyalkyl, 
alkylsulfmyl, alkylsulfmylalk)^, arylsulfmylalkyl, arylsulfonylalkyl, 
heteroarylsulfmylalkyl, heteroafylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, haloalkylsulfiVylalkyl, haloalkylsulfonylalkyl. 
alkylsulfonamido, alkylaminosulfcinyl, amidosulfonyl, monoalkyl 
amidosulfonyl, dialkyl amidosulfonVl, monoarylamidosulfonyl, 
arylsulfonamido, diarylamidosulfonyk monoalkyl monoaryl amidosulfonyl. 
arylsulfinyl, arylsulfonyl, heteroarylthiV heteroarylsulfmyl, 
heteroarylsulfonyl, heterocyclylsulfonyl,Nwterocyclylthio, alkanoyl. alkenoyl, 
aroyl, heteroaroyl, aralkanoyl, heteroaralkdnoyl, haloalkanoyl, alkyl, alkenyl, 
alkynyl, alkenyloxy. alkenyloxyalky. alkylenbdioxy, haloalkylenedioxy. 
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cydoalkyl, cycloalkylalkanoyl, cycloalkenyl, lower cycloalkylalkyl, lower 
cycltf^kenylalkyl, halo, haloalkyl, haloalkenyl, haloalkoxy, 
hydroxVhaloalkyl, hydroxyaralkyl, hydroxyalkyl, hydoxyheteroaralkyl, 
haloalkoAvalkyl, aryl, heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, 
saturated hVterocyclyl, partially saturated heterocyclyl, heteroaryl, 
heteroaryloxV, heteroaryloxyalkyl, heteroaralkyl, arylalkenyl, 
heteroaryl alkeWl, carboxyalkyl, carboalkoxy, alkoxycarboxamido, 
alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxy alky 1, 
carboalkoxyalkenVl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano, 
carbohaloalkoxy, pHosphono, phosphonoalkyl, diaralkoxyphosphono, and 
diaralkoxyphosphonoalky 1 ; 

and R5, R3 arid R^, R^ and R^, R7 and Rg, R9 and R^^j, R,q and 

Rj J, R J J and R^^, and V*^ ^13 ^ independently selected to form spacer 

pairs wherein a spacer pair is tiaJcen together to form a linear moiety having 
from 3 through 6 contiguous atMs connecting the points of bonding of said 
spacer pair members to form a lrin\ selected from the group consisting of a 
cycloalkenyl ring having 5 through 18 contiguous members, a partially 
saturated heterocyclyl ring having 5 through 8 contiguous members, a 
heteroaryl ring having 5 through 6 contijffuous members, and an aryl with the 

provisos that no more than one of the grouto consisting of spacer pairs R^ and 
R3, R5 and Rg, Rg and R7. and R^ and Rg, is\ised at the same time and that 
no more than one of the group consisting of spacer pairs R^ and Rjq, Rj^ and 
Rj J, Rj J and Rj2» and Rj^ and R^j is used at the sWie time. 

43. A process according to Claim 42 wherein the reaction is carried out at a 
temperature of from 0 ""C to 100 "^C. \ 
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A process according to Claim 43 wherein the reaction is carried out at a 
teniberature of from 15 °C to 65 °C. 

45. A Vocess according to Claim 42 wherein the process further comprises a 
solvent selected from the group consisting of tetrahydrofuran, dioxane, 
methylenachloride, and acetonitrile. 

46. A proceste according to Claim 42 wherein the process further comprises a 
transition metM salt catalyst selected from the group consisting of ytterbium, 
hafnium, scandmm, neodynium, gadolium, and zirconium salts. 

47. A process accotding to Claim 46 wherein the transition metal salt is 
selected from the group consisting of ytterbium triflate, hafnium triflate, 
scandium triflate, neodynium triflate, gadolium triflate, and zirconium 
triflate. 



48. A process according to^ 
from the group consisting 



f dm 42 wherein the oxirane XX-R is selected 
-trifluoromethyloxirane, 
1 5 2-pentafluoroethyloxirane, 2-(k 1 ,2,2-tetrafluoroethoxymethyl)oxirane, 

2-(difluorochloromethyl)oxirane\and 2-(trifluoromethoxymethyl)oxirane. 



20 



49. A process according to Claim 42\n which the oxirane has the (R)-chiral 
configuration at the Rj and R2 substituted carbon. 



50. A process according to Claim 42, wher&in; 
Dj, J J, J2 and are each carbon} 

D3, D4, J3, J4 and are independently Wected from the group 
consisting of C, N, O, S and covalent bond with ttie provisos that at least one 
25 of D3, D4, J3, J4 and is selected from the group CKjnsisting of O. S, and N, 

wherein no more than one of D3, D^, J3, and K2 a covalent bond, no 
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riiore than one of D3, D^, J^, and IC^ is O, no more than one of D3, D^, J3. 

and K2 is S, one of D3, D^, J3, and K2 must be a covalent bond when 
two 0KD3, D4, J3, and are O and S, and no more than four of D3, D^, 

J3, ana are N. 

5 \ 

51. A process according to Claim 42 wherein; 

D3, d\ J3, J4 and are each carbon; 

Dj, D^, A, J2 and Kj are independently selected from the group 
consisting of C, N, y, S and covalent bond with the provisos that at least one 
10 of Dj, Jj, J2 and kj is selected from the group consisting of O, S, and N, 

wherein no more than omJfff Dj, D^, ^2 *^1 ^ covalent bond, no 

more than one of Dj, JA and Kj is O, no more than one of Jj, 

J2 and Kj is S, one of D j , D^Sl , J2 and Kj must be a covalent bond when 

two of Dj, D2, Jj, J2 and Kj are Q and S, and no more than four of Dj, D2, 

15 Jj, J2andKjareR \ 

52. A process according to Claim 42 wherein Dp D2, Jj, J2. Kj, D3, D^, J3, 
and K2 are each carbon. \ 

53. A process according to Claim 42 wherein;\ 



Dj, D2, Jp Jj. Kj, D3, D4, J3. J4 and K2 are each carbon 
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is selected from the group consisting of a covalent single bond and 

(CH^)^ wherein q is an integer selected from 1 and 2, and (CH2)j-0-(CH2)^ 

wherein j and k are integers independently selected from 0 and 1 ; 
Z is a covalent single bond; 



54. A process according to Claim 42 wherein; 

Dj, D^, Ji Kj, D3, D4, J3, J4 and are each carbon 

Y is selects^ from the group consisting of a covalent single bond and 
C1-C2 alkylene; 

Z is a covalen\ single bond; 

R^, Rg, R^, andVj3 are independently selected from the group 



consisting of hydrido an 
R5, R^, R7, RjQ, F 



lo; 



J jL and Rj2 independently selected from the 

group consisting of hydrido, alkyl, halo, haloalkyl, haloalkoxy, aryl, 
alkylthio, arylamino, arylthio, aroyl. arylsulfonyl, aryloxy, aralkoxy, 
heteroaryloxy, alkoxy, aralkyl, cycloalkoxy, cycloalkylalkoxy, 
cycloalkylalkanoyl, heteroaryl, cycloalkyl, haloalkylthio, hydroxyhaloalkyl, 
heteroaralkoxy, heterocyclyloxy, ardUcylaryl, heteroaryloxyalkyl, 
heteroarylthio, and heteroarylsulfonyl\ 

55. A process according to any of Claims\50 through 54 wherein the reaction 
is carried out at a temperature of from 0 **Ca to 100 "^C. 



56. A process according to Claim 55 wherein 
temperature of from 15 ^'C to 65 **C. 



le reaction is carried out at a 
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57\ A process according to any of Claims 50 through 54 wherein the process 
furtner comprises a solvent selected from the group consisting of 
tetrahvdrofuran, dioxane, methylene chloride, and acetonitrile. 

58. A ptocess according to any of Claims 50 through 54 wherein the process 
further comprises a transition metal salt catalyst selected from the group 
consistin^of ytterbium, hafnium, scandium, neodynium, gadolium, and 
zirconium sVlts. 

59. A process a^ccording to Claim 58 in which the transition metal salt is 
selected from thk group consisting of ytterbium triflate, hafnium triflate, 
scandium triflate, neodynium triflate, gadolium triflate, and zirconium 
triflate. \ 

60. A process accordinaA any of Claims 50 through 54 wherein the oxirane 
XX-R is selected from tK group consisting of 2-trifluoromethyloxirane, 
2-pentafluoroethyloxirahe.^-( 1 , 1 ,2,2-tetrafluoroethoxymethyl)oxirane, 
2-(difluorochloromethyl)oxinme, and 2-(trifluoromethoxymethyl)oxirane. 

61. A process according to Claim 60 in which the oxirane has the (R)-chiral 
configuration at the Rj and Rj substituted carbon. 



62. A process according to any of Cls 
further comprises a: 



50 through 54 wherein the process 



(a) Temperature of from 0 ""CS^o 1 00 **C; 

(b) Non-protic solvent; 

(c) Transition metal salt selected feom the group consisting of 
ytterbium, hafnium, scandium, i^eodynium, gadolium, and 
zirconium salts. 



63. A process according to Claim 62 wherein the reaction is carried out at a 
temperature of from 15 °C to 65 °C, \ 



4 
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64. A process according to Claim 62 wherein the solvit is selected from the 
group consisting of tetrahydrofuran, dioxane, meth^ene chloride, and 
acetonitrile. / 

65. A process according to Claim 62 wherein^he transition metal salt is 
selected from the group consisting of yttei^um triflate, hafnium triflate, 
scandium triflate, neodynium triflate, gaoolium triflate, and zirconium 
triflate. / 

66. A process according to Cl^i«f 62 wherein the oxirsine XX-R is selected 
from the group consisting oi^pfluoromethyloxirane, 
2-pentafIuoroethyloxirane, 1 , 1 ,2,2-tetrafIuoroethoxymethyl)oxirane, 
2-(difluorochloromethyl)yxirane, and 2-(trifluoromethoxymethyl)oxirane. 

67. A process accordihg to Claim 66 wherein the oxirane has the (R)-chiral 
configuration at tlrfe Rj and R, substituted carbon. 




